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TITLE- New IppH" and 1 pphi n -binding protein complex - useful 
for, e.g. diagnosis and treatment of JLsptin- related disorders 
such as obesity, anorexia, cancer or AIDS 

INVENTOR: FRIEDMAN, J M; LALLONE, R 

PRIORITY-DATA: 1996US-0699029 (August 16, 1996), 1996US-0023685 
(August 16, 1996) 

PATENT -FAMILY: 

PUB-NO PUB-DATE LANGUAGE PAGES MAIN-IPC 

AU 9740758 A March 6, 1998 N/A 000 C07K014/775 

WO 9806752 Al February 19, 1998 E 133 C07K014/775 

INT-CL (IPC): A61K 38/22; C07K 14/575; C07K 14/775; C07K 16/18; 
C07K 16/26; G01N 33/68 

ABSTRACTED -PUB -NO: WO 9806752A 
BASIC- ABSTRACT: 

A composition comprising a purified lepfin and Iffpt .i n binding 
protein (LBP) , is new. LBP has the following characteristics: (a) 
it co-purifies with ippHn whpn leptin is purified on a lept i n 
affinity column; (b) it has a binding affinity for leptin, and 
(c) it has an apparent molecular weight of 80 kDa as determined 
by SDS-PAGE under non-reducing conditions and an apparent 
molecular weight of 40 kDa as determined by SDS-PAGE under 
reducing conditions. Also claimed are: (1) an antibody specific 
for an epitope created by the association of lepf.in and LBP; (2) 
a method of detecting ippHn bound to a LBP in a sample, 
comprising: (a) contacting a sample with a binding partner 
specific for a leptin-LBP complex, under conditions that allow 
the binding partner to associate with 1 eptin-LBP complex in the 
sample, and (b) detecting binding of the binding partner to the 
leptin-LBP complex: (3) a method for diagnosing an abnormality in 
the endogenous IppHn pathway in a mammal, comprising: (a) 
determining the amount of a form of apolipoprotein J (AP-J) in 
the sample, and (b) comparing the amount of the form of AP-J 
determined in the biological sample to a range of amounts of the 
forms of AP-J determined in mammals having a normal endogenous 
Ippt-.in pathway; (4) a method of monitoring the treatment of an 
abnormality in the endogenous lfipt.in pathway in a subject by 
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USE - The products and methods can be used for dia 9™ si ^ 

, f f t Thev can also be used tor treating 
SSi^-iSM S& weight loss -h as anoxia cert axn 
cancers and AIDS and diseases associated with obesity sucn as 

body weight of domestic animals. 



2 of 2 



10/3/01 10:21 PM 



BIOMEDICINE: Cancer Therapy on Target 
Paula A. Kiberstis 

Science 2001 April 20; 292: 399-401. 



np D m j Am This translocation creates a BCR-ABLtusionproicinvvu 

small-molecule inhibitor of BCR-ABL call* mi ^ > ^ gd 

atit ctk71 rnmnlex see Schmdler et al., Reports, n aept zuw, ■= 

hematology ngw n ,53* « TJ^, hema , 0 , ogic Iesp0IBes in 

senous side effects. In a second siuay, ™ fhlast crisis) or with acute 

55 to 70o/o of patients wrth a ^^^^SL than those seen 
lymphoblastic leukemia (^.^^^ 

in patients with chronic phase CML »S^--r h efficacyofjhe 
STI571 iimibitsiiec>KiU^^ 



L30 ANSWER 16 OF 29 CANCERLIT on J™ 
ACCESSION NUMBER: 96625855 CANCERLIT 

DOCUMENT NUMBER: 96625855 „>, n<!nhrirv ia t ion of She is blocked by the 

SSS£"SSLf jfflSf S-.7. i» *-« =>»=« 

(Meeting abstract) . 

Providence, RI 02908. nqoci 37 

SOURCE • Proc Annu Meet Am Assoc Cancer Res, (1996) 

A375. 

ISSN: 0197-016X. 
DOCUMENT TYPE: (MEETING ABSTRACTS) 

FILE^SEGMENT • St'ute for Cell and Developmental Biology 

SS ™ : ^ered STN: ""0509 

; le con„^ Z^X^^^* — - ~ 
kinases are overexposed and can be "ther mind breast 

(50,56,60 kD), an adapter protein that ^eracts P ^ . g . tself 

tyrosines through its SH2 ^^..^^f^Lb^mSos Either 
phosphorylated and acts as a poking site tor e» 

Ey Shc:Grb2:mSos °* *^£^tt*™' achate Ras GTP/GDP exchange. We 
extracellular signal is t^ 8 ? 1 "" " * lated in several breast 
show that She is constitutively phosphorylatedin 

cancer cell lines that overe F "f**^ K B , ^ ^ tyrphostin 
MDA-MB-361, and MDA-MB-453) When these cells * CO nstitutively 
AG-879, a C-erb B 2- specific tyrosine kinase inni , b5 ^ 

phosphorylated She is also inhibited In ^»^^ Bpllorylat ian. These 
^T^Wi^^i^.to target not only growth factor 
receptors but downstream signaling proteins as well. 
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ACCESSION NUMBER: 943362 8058337 

DOCUMENT NUMBER: ^^JubMed ^ ^ ^ ^ ^ 

TITLE: breast cancer cell lines. 

AUTHOR: Daly R J, ^^^^^iLiitute of Medical 

CORPORATE SOURCE: ^gggarch^ St^Vincent^s ' Hospital , Sydney, H.S.H., 

SOURCE- ONCOGENE?' (1994 Sep) 9 ^J""!?- 

SOURCE . j ou mal code: 8711562. ISSN: 0950-9232. 

PUB . COUNTRY: ENGLAND: United Ki ngdom^ 

DOCUMENT TYPE: Journal, kui,i=, 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

5SS Entered STN: 19940920 

ENTRY DATE. ^ on ^ 20000 303 

Entered Medline: 19940915 containing 
AB A receptor blotting technique was used to detect SH exhibited 

, » hi ch «. \S""«iv e to b*. 

cancer cell lines (MCF /, iuja * ma ioritv of breast 

normal ^^^^^^.^^tl-t 7/19 

overexpression of Grb 2 mRNA ^hoverexpres^ m _ ffl _ }jl 

with high expression of e *f receptor and protein was accompanied by a 

cells the ^ ere ^ res "° n h f°b2 ™ locus Overexpression of Grb2 
small amplification ° f ^ <*b2 ge ne loc ^ ^ ^ hSos _ 1 



- = - - » BI0SIS c " 2003 BI0MGICS1 ~ s IHC ' ° n sra 

ACCESSIO^Sm: 1996 : 158164 MOSIS 

DOCUMENT NUMBER: PREV199698TO299 receptor substrate 1 

ESrSSSL? translation »ith activation of 

— » ■ SH^^S^nS^u.. 13. 

943-951. 

ISSN: 0270-7306. 
DOCUMENT TYPE : Article 
LANGUAGE: English 

AB The insulin receptor ^» » 6 f insulin 

protein (IRS-1) is a s P ecl * lc J^*" a " d °yrosyl phosphorylation of 

'receptor tyrosine H-e J sji on ^yr^y^P 

IRS-1 play an important role ouri g hepa tocellular carcinoma 

growth, and the 9^^ ls if °^ P ^^ p iession directly 

Hqque We determined it IRS 1 oveic^jji- , imar , TP e_i 

con routes to cellular "ans format ior, Th human RS 1^ ^ 

gene was subcloned into a —alian J^gf twMlently transfected with 

cytomegalovirus early Promoter ™ 3T3 cell ^ gtably 

this vector subsequently ^^^SS |n?they grew efficiently under 
transfected cell lines were established ana y y ^ agar _ Cell 

Grb2 but not with the p85 suum P v son . of - se venless-Ras 

nSe.s.d in three independent call „ ude .ice, were 

protein overeipressroju "^'a corSfation between the 

highly tnnorijen"!. and there » ay o rt 
.agree of ^ SsfoS phenotyp. by overextension of , 

SS^WSSW „<« °< »PKS by 

SrSSs^ ^eT r-S^r^nt. related to 

hepatocellular transformation. 
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ACCESSION NUMBER: 1996:35650 BIOSIS 

Sydney, NSW 2010 Australia Nq 12 

Cell Growth & Differentiation, (1995) voi 

SOURCE : ^67-1577. 

ISSN: 1044-9523. 

DOCUMENT TYPE: Article 

^heW- ^ are a 

erbB3 and erbB4 and ^ e e ^° S1 ^ rb S? and LbB4 (erbB2-4) are often 

£^^1?^^ rS^'i^ toxin to investigate the 
produced recombinant HRGs and aHRG ^^^^ y Qf these ligands to 
signaling events "^ered 1* HRGb ^ ^ HRG-beta-2 stimulated the 
specifically target such ^^^n Z R-75-l human breast _ 
tyrosine phosphorylation of erbB2 4 in ^ phosphorylation 

cancer cells. This «■ "J?^** between She and the adapter protein 
of She and the format ^ n o °^? e d between She and erbB2-4 
Srb2. Complexes were als ° d ? te ™„ and erbB4 but not erbB3 
However, Grb2 was detected in erbB2 £° «™ ibit mec hanistic differences 
Sunoprecipitates. Thus ^ "^iS^a-a administration triggers 
in their coupling to Ras sign jl^g and involving receptor- 

multiple i*P uts c i nt °"f sh t G rbf complexes. HRG-beta-2 
6rb2, receptor-She, and She Grb2 co p ^ 
addition also stimulated the associati ^ activatlon G f ke y 

phosphatidylinositol-3-kinase in accordan d ^ prolif eratlon 0 f 

Otogenic signaling pathways, HRG be ta z 

ScF-7 and T-47D human breast cancer cells^ wo re . entry of T -47D 

when tested for the ability to ^imulate ce ^ was more effective 

cells arrested under serum-free conditions HR . fied using this 

C than insulin .previously the - qP o en^mi^^ _ and found 

^ib^c^^ 

cancer cells overexpressmg erbB3 alone o 
erbB4 and/or erbB2 . 



Activation of the Ras signalling pathway in human breast 
TIT cancer cells overexpressmg erbB-2. 

•piT-rn roTTTJTRY • ENGLAND: United Kingdom 

PUB. COUNTRY. *'nrnal- Article; (JOURNAL ARTICLE) 

DOCUMENT TYPE: Journal, Article, \u 

LANGUAGE: English 

FILE SEGMENT : Priority Journals 

clo^y ?£™ ely 20! o£ h»a» breast 

Overexpression of erbB-2 occurs in *»y . with po0 r patient 

tumours, where increased OT"«ion co^elateswxtn^p P 

prognosis. The EGFR is coupled to the Ras signaiii g £ r exchange 

Nation 2S £? nd Sos "^^^Sk was 
cancer cell lines which °verex P ress jf* J^™^ 1 ^ whic h it is 
found to be tyrosine P^phorylated £f an f ^/^precipitates from 
overexpressed. Western blotting °* Q ™ 2 demonstra ting association 

SU ch cells revealed co -^"P^ 1 ™*^ Furthermore, a fusion _ 
of the Grb2/Sos complex with erb B-2 in vivo. ^ immobi i ized 

protein containing only the SH2 ™in or w and 
on nitrocellulose, indicating that "^^"^Lciation between the 
mediated by the SH2 domain of Grb2. Tne aeg OV erexpression, and 

erbB-2 receptor and Grb2 in vivo was re lated to e * ma rkedly 
MAP kinase, which f unctions _^ B £^™ £^££2 TheSe r6SUltS 
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MEDLINE on STN 
97162175 MEDLINE 

97162175 PubMed ID: 9009162 ^ 
Multiple Grb2 -protein complexes m numa 

International journal of cancer, (1997 Jan 17) 70 

jour^'code: 0042X24. ISSN: 0020-7136. 

S££ir£Sci., ^™ MTICLK1 

English 

Priority Journals 
199702 

Entered STN: 19970305 
Last Updated on STN: 20000303 
Entered Medline: 19970220 . that links receptor 

G rb2 is an SH2/SH3 domain-containing adaptor protei domain binds 

Cosine kinases to the «■ ■^J^ySSne Snases, and one target of 
pnosphotyrosine sequences on ^tivatea ty fac tor Sosl. We have 

the SH3 domains is the ras -nucleotide llB that over-express 

examined Grb2-protein interactions in human ^ the 2 Grb2-SH3 

the receptor tyrosine kinase erbB2 ™* r ? 4 other proteins (p228, 
domains "complex with Sosl dynamin and at least ^ P.^ ^ 
P 140, P 55, P 28) in these c ^ ™^ S H3 domain interacting 
proteins differently, with the N termi^ # ^ c . terminal SH3 

preferentially with p228 Sosl, p Grb2 -SH3 domain 

domain has higher affinity toward P"- expressing breast 

interactions appear to be similar in erbB. 

, ovarian and lung cancer cells £* iat J with Grb 2 in erbB2 

^yrosine-phosphorylated P*f °erbB2 and She. The multiple 

over-expressing cancer cells JWJ« J^lI'may mediate novel cellular 
Grb2-SH3 domain interactions m these 
functions . 
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59 MEDLINE 

1999045319 MEDLINE 
99045319 PubMed ID: 9829854 
Serum leptin levels during cancer 

SK^SE"" R; Iki S, Muramatsu M; Yamaguchi Y; 
Totsuka Y; Urabe A 191-2. 

GERMANY : Germany, Federal Republic of 

Letter 

English 

Priority Journals 
199812 

Entered STN: 19990115 

Lasf Updated on STN: 20000303 

Entered Medline: 19981210 

DUPLICATE 2 

159 MEDLINE 

1999049616 MEDLINE 
99049616 PubMed ID: 9833870 

Brabant G 

AIDS, (1998 Nov 12) 12 U<>) 
journal code: AID; 8710219. 
United States 
Letter 
English 

Priority Journals 
199901 

Entered STN: 19990216 
Last Updated on STN: 20000303 
Entered Medline: 19990129 



2233-5. 

ISSN: 0269-9370. 
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SOURCE: 
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159 CANCERLIT 
; 1999045319 CANCERLIT 
99045319 

Serum leptin levels during cancer 

Sfo?HSSlSGY. (1998). Vol. 77, No. 4, pp. 

Journal code: A2P. ISSN: 0939-5555. 
MEDL^L; Priority Journals; Cancer Journals 
English 

MEDLINE 99045319 
199901 
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TITLE: 
potential 
AUTHOR: 
SOURCE: 

DOCUMENT TYPE: 
FILE SEGMENT: 
LANGUAGE : 
OTHER SOURCE: 
ENTRY MONTH: 



Bound leptin is regulated by tumour 

necrosis factor-alpha in HIV-infected patients: a 

mediator of wasting? [letter]. 

Ockenga J; Widjaja A; Holtmannspotter M; Schmidt R E; 
Brabant G 

AIDS, (1998). Vol. 12, No. 16, pp. 2233-b. 
Journal code: AID. ISSN: 0269-9370. 
Letter 

MEDL; L; Priority Journals 
English 

MEDLINE 99049616 
199903 
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MEDLINE 
1999076819 MEDLINE 
99076819 PubMed ID: 9859722 

[The auto- and endocrine function of the adipose tissue. 
Significance for metabolic complications in obesity] . 
Fedtvaevets auto- og endokrine funktion. Betydning for de 
metaboliske komplikationer ved adipositas. 
Richelsen B; Kristensen K; Jensen J D 
Arhus Universitetshospital, Arhus Amtssygehus, 
medicinsk-endokrinologisk afdeling C. br@aas.auh.dk 
UGESKRIFT FOR LAEGER, (1998 Dec 7) 160 (50) 
7246-50. Ref: 28 

Journal code: WM8; 0141730. ISSN: 0041-5782. 
Denmark 

Journal; Article; (JOURNAL ARTICLE) 
General Review; (REVIEW) 
(REVIEW, TUTORIAL) 
Danish 

Priority Journals 
199901 

Entered STN: 19990202 
Last Updated on STN: 19990202 
Entered Medline: 19990119 
The present review discusses recent research showing adipose tissue to be 
highly metabolically active, producing and releasing many different 
bioactive compounds besides free fatty acids (FFA) such as tumor 
necrosis factor alpha (TNF alpha) , leptin, acetylation 
stimulating protein (ASP), plasminogen activator mhibitor-1 (PA1 l) , 
cSestero? ester transfer protein (CETP) , prostaglandins and oestrogens. 
Most of these compounds have autocrine effects on the adipose cells and 
they are presumably involved in the physiological regulation of blood 
flow, growth and metabolism of the adipose tissue. When the adipose 

tiSSU becomes enlarged, as seen in association with obesity it has now been 
shown that several of the compounds produced in the adipose tissue (TNF 
PAI-1, CETP etc.) may be directly involved in the pathogenesis of some of 
the complications commonly seen in association with obesity such as 
insulin resistance, hypertension, enhanced thrombogenesis , and premature 
atherosclerosis . 
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be of significance also for vascular growth in 

Kb" 1 roller for aptitreglerare. Leptin kan aven 
ha betydelse for karltillvaxt i tumorer. 

SaRTIDNINGEN, (1998 Sep 30) 95 (40) 4323. 
Journal code: LON; 0027707. ISSN: 0023-7205. 
Sweden 

Journal; Article; (JOURNAL ARTICLE) 
Swedish 

Priority Journals 
199811 

Entered STN: 19990106 

Last Updated on STN: 19990106 

Entered Medline: 19981109 
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99029629 PubMed ID: 9814492 
intact leptin receptor is selectively expressed 
in human fetal pituitary and pituitary adenomas and 



AUTHOR: 

CORPORATE SOURCE: 



CONTRACT NUMBER: 



human fetal pituitary growth hormone secre tion. 
Shimon I; Yan X; Magoffin D A; Friedman T C; Melmed S 
Department of Medicine, Cedars-Sinai Research 
SSSe-University of California School of Medicine, Los 
Angeles 90048, USA. 
DA-00276 (NIDA) 
DK-50238 (NIDDK) 

5SuS 7 OF N SSicAL ENDOCRINOLOGY AND METABOLISM, 
/1998 Nov) 83 (11) 4059-64. 
Jofrnafcode: HRB; 0375362. ISSN: 0021-972X. 

United States 

Journal; Article; (JOURNAL ARTICLE) 
SSdged Index Medicus Journals; Priority Journals 
199811 

Entered STN: 19990106 
Last Updated on STN: 19990106 
Entered Medline: 19981125 

Mpti., . circulate > ^tUSf ataS/STypTtnalamc centers 
affecting satiety^ energy expenditure^ and body^Jeight . The intact 

atrecxing 5* y *j s inqle membrane-spanning peptide 

l^nZlVlJ^li ^-^ acid intraceiiular dc.in. x. 

adenomas. Using RT PCR, messenger lj. nituitarv tissues, but not 

intact isoform was detected in fet al "Verier pituitar y t , 
in adult anterior pituitary glands, whereas both fetal a ^ 
expressed the short forms. Messenger rib onucl «° « ° ° all 9 

short OB-R isoforms were expressed in 4 of 5 GH secreting, ai 
PRL-secreting, and 26 of 29 nonfunctioning pituitary adenomas. 
Recombinant 
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PUB. COUNTRY: 

LANGUAGE: 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



hurnn l.pti» (3-6 -ol/ll sp.cifically stim U l«t=d_« a.=«tion 
S.^^^^MJr-SUl-- Thus, the intact 

° B -" is selectively expressed in ^CSSS" 

""Ttes" G^ele-ase""™ C-l' S — ^! substituting the 
stimulates GH "™ t „ cep tor in the fetal pituitary. Thus, 

prtuit^aSnls^Ppearto'^vLt to a fetal phenotyp. of lepti. 

receptor expression. 
L4 M SWER 8 OF 159 LIFESCI COPYRIGHT 2001 CSft 

ACCESSiON NUMBER: ^"^."JSf^ diahetes -ellitus in transgenic 



mice 



expressing nuclear SREBP-lc in adipose txssue: model for 
congenital generalized lipodystrophy Ikem oto 
AUTHOR • Shimomura, I.; Hammer, R.B.; Richardson, J. A., Ikemoto, 

USA; E-mail: jgolds@mednet.swmed.edu 
SOURCE- Genes & Development, (19981015) vol. 12, no. 20, 

S0URCE ' pp. 3182-3194. 

ISSN: 0890-9369. 
DOCUMENT TYPE: Journal 
FILE SEGMENT: G 
LANGUAGE: English 

SUMMARY LANGUAGE: English qte rol regulatory element-binding 

M °»«-P""^^ p ! f 0/ r D t" L f "t ref^-U preadipooyte, -as she™ 
protem-lc (nSREBr ic/alwaj ^ ^^ or ^-i on Here, we produced 
previously to promote ^^^^/^^^JHdipose tissSe under the 
transgenic mice that overexpress nSREB A syndrome with 

control of the adipocyte-specxfxc aP2 «f »«J2^Sff erenJiation of 
the following ^«%«%2^-^ e ^Se1ully r and the size of 
adipose tissue. White fat tailed co ax hypertrophic and 

white fat depots was markedly d ^ reaS ^; ^^^Jte fat. Levels of mRNA 

"ne when insulin „ injected. 
,4 ' Patty livet fro. hitth and elevated ^"^'^£•££15,5 
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DOCUMENT NUMBER: 9903150^ ^ID. 9B6590B ^ 
TITLE - lept in concentrations in gastrointestinal 

cancer patients. 
AUTHOR: Wallace A M; Sattar N; Mc Mi lan D C 

CORPORATE SOURCE: University Department oi uxinxodx 
CORPORATb >uu Infirmary , Glasgow, United Kingdom. . 
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awallace@clinmed.gla.ac.uk 

CLINICAL CANCER RESEARCH, (1998 Dec) 4 [U) 

llllnli code: C2H; 9502500. ISSN: 1078-0432. 
United States 
(CLINICAL TRIAL) 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199903 

Entered STN: 19990402 
Last Updated on STN: 20000303 

^ ^-s^rsir UTS - s si- 

int'l^tor, response o„ ^j» t -»^r^ ™L r ,tions 
examined. There were significantly lower 1«P"» »«„,,!!,„) and 
In male (median, 2.4 microg/liter, range , < u. microg/liter, 
female (median, 3.4 microg/liter, range, <»■= ™ ^^0,/liter; 
^oer patients than there were « ^ <™^J^, is., „i«og/lit«r,- 
""'I' JTSI U It^-b "S ,P < 0.001,. However, the 

related to the predicted percentage of body fat (r 

Circulating ^"^^Vr:.^^ inf lavatory response. 
SSriSS Su g : S "^t b Lce r P anoreKi a/cachexia is not due 
to a simple dysregulation of leptin production. 



159 MEDLINE DUPLICATE 7 

1998224505 MEDLINE 
Qfi??4505 PubMed ID: 9564834 

n vtvo and in vitro evidence for the involvement of 
tL>r necrosis factor-alpha in the xnduction of 
lectin by lipopolysaccharide. 
Finck B N; Kelley K W; Dantzer R; Johnson « 
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T ° "d^tLg'Lptin s'creSn"."^?^ 

we ftuSS "thtlfSo" Tt "^polysaccharide (LPS, and TNF alpha on 



L4 ANSWER 10 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR: 

CORPORATE SOURCE 

CONTRACT NUMBER: 

SOURCE: 

PUB. COUNTRY: 

LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



leptin secretin ^^^^^^1^ cultured 

concentrations of TNF ^^^.Sp oetween' the induction of TNF 
He J mice, suggesting a . " us ^^ a this id g a , i.p. injection of 
alpha and leptin. Consistent w,th th» idej^ V ^ ^ QuJ 

recombinant murine TNF alpna v induces leptin 

secret 2^2^™ ^t^Sfpr^r, adipocytes from OuJ 

^ HeJ mice were cultured in the presence of ™ 
was without effect on leptin s e«^™ s ^ erna ? an ( leptin 
induced a marked increase in the cell sup alph / play s a role in 

concentration. These data demonstrate that TNr p P 
regulating the increase in leptin caused J stimulate 

f^lecr^ 

iSw'thrt ^tin is a key hormone coupling i»un. system 
activity to energy balance. 
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LANGUAGE: English nerrnsis factor-alpha (TNFalpha) in 

M ^/ x r n \ the ti ^ : c ° ret r^n n immunological challenge, we 
^ ^hi e effect! of Upopolysaccharide (LPS) and TNFalpha on 
studied the eirects 01 -lj-f^ i ■ r ?H/HeOuJ (OuJ mice, 

leptin ""^.^^r (S mice and primary Adipocytes cultured 
endotoxin-insensitive C3H/HeJ (tiej; nu , r d plasraa 

from both, intraperitoneal ^^n 0 ^ 1 ^ but'not in 
concentrations of TNFalpha and ^^.^J^een the induction of 
HeJ mice, suggesting a causal "^lonship betw of 
TNFalpha and leptin. Consistent with this idea p 3 ^ 
recombinant murine TNFalpha ^""/^g^^es leptin 

^Lr^^ « es from ouJ 

HeJ mice were cultured in the presence of TNFalpha or LPS. Whereas LPS 

W " without effect on leptin secretion by ^P£J^ e ^ tMt leptin 

TNFalpha-induced a marked "crease in ^ r * le in 

concentration. These ^^/^"^^^by Ss Moreover, they 
regulating the increase in leptin = a ^ e ° d ^ ocytes to stimulate 
show that TNFalpha can act directly on adipocytes t 



lrat in secretion. Our results are consistent with the emerging 
vS^hatSpUn is a key hormone coupling immune system 
activity to energy balance. 
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AB Malnutrition is a common feature during the course 

immne response to « £ «"°" interleukln (IL)-l ot It-6, 

leptin in HIV-infected patients with acute infection. 
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seems 



correlated with reduction of mtracavernou. oxygen tension However 
Doppler imaging of the cavernous arteries ^jgient ^ 

St3in Sh 2 types of lectin in patients with venous leakage and those with 

Materials and Methods: Four patients 44 to 59 years oia " 

erections who were operated on for penile cancer and 11 pat ients 

01 to 62 vears old with pure venous leakage (flow to maintain erection 

"reader th£ 15 ml. per minute and cavernous flow velocity greater than 



35 



was 



both 



the 



. i j a ^ i-hP studv Immunohistochemical staining 

significantly greater for the P^ents witft n game while 

Therefore, the distribution of the endoth £^ £J£ eal veno _ occ lusive 
their function was different ^patients with corpo and ulex 

^^^^T^^^^^o defect aiteration in 
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7-12, 1998 Society for Neuroscience 

. ISSN: 0190-5295. 

Conference 
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Increased leptin expression in mice with 

bacterial peritonitis is partially regulated by 

r v Ird- Cooeland E M 3rd; Moldawer L L 
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E f M : d iS : ieS 8 ls 4 wLe increased in .ice 
*B Plasma leptin and ob gene mRNA lev endogenous tumor 

following material peritonitis and blO n C e ^ However , 

necrosis factor alpha (TNF alpha) r ? itn the 

plasma leptin concentrations did not c °" expression is under 

Associated anorexia. We -ff.^^^^periLnitis, but the anorexia 

partial regulatory control of TNF alpha ^ P 

is not dependent on increased leptin pro 
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primary h yP erinsuli ^? , Maroccia E; Leonetti F; Barbetti 
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F; Giaccari A, Zorretta ^ mental Medic ine, 
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Sl G E U S EN T: Sridfed Index Medicus .ournals; Priority Journals 
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ENTRY DATE: ^^dated on STN: 20000303 

Entered Medline: 19981009 food intake 

AB Leptin, a hormone secreted by adi pocytes dec reases^ ^ ^ 

. and increases energy expenditure. Tne roi 
° f leptin secretion is poorly^tjod anc J instill 

debate. Insulin increases "^ co J dant . To investigate the role of 

in humans, the available data ar ^coraa 

chronic hyperinsulinemia in th « «*£ at "J ically Confirmed 

concentrations we -t^* /^^J '"along with 15 healthy 
insulinoma before and after tumor remo ^ Immunor eactive plasma 

control subjects matched ■«;^JSo assay; leptin 
leptin levels wer % mea ^^^ ne d1 y "rse transcription-competitive 
n^A levels were also determine dbj rev tienta wit h insulinoma 

polymerase chain reaction « %j£^J tlonB we re made with subjects m 
and six control subjects. Al ^f^ entrations correlated 
the fasting state. Plasma leptin concentr 

positively with leptin mRNA levels (r - °^0, . ificantly 

Lptin levels, both plasma protein and mRNA 9 ^ (plasma 

higher in the insulinoma patients than i^t p < 0 .001; 

protein: 17.5 +/- 3.6 vs. 2.9 +/ 0-J 9 mol/microg rna, respectively, P 
mRNA: 0.98 +/- 0.33 vs. 0.19 +/ 0. 0b4 am ' insulin levels 

Hs), and they correlatedpositivriyi^ith fasting p ? < 

in the patients with insulinoma If^l?^ insulin -secreting 

mRNA: 0.796, P < 0.05) l/ 1 ^,™* Vf plasma leptin 
tumor was followed ^ *he jormal^at i« ^ 1} plasma leptin 
levels. In summary, in patients witn relationship 
ievels and leptin mRNA are elevated 2) ad ^ ^ 
exists between leptin, both circulating p ^ 
insulin concentrations; and ^ f ^ma leptin^^ ^ a 
levels after tumor removal. These aata, 



role for insulin in the chronic regulation of leptin gene 
expression. 
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FILE SEGMENT : Priority Journals 

eSy ^!red STN: 19990106 

ENTRY DATE. ^ ^ STN . 20000303 

Entered Medline: 19981105 . an Hi 0<;s 

j 4--. I, known to produce anorexia and loss 

AB The ob gene product leptin « JP?™ £ ^ ° t0 both lea n and genetically 

actainiatr.tio,, of «con* >i»a„t lep txa ^£^„ d , lt «,tlo„s 1» body 

ssstTss; eu":rr^,tL P ^. ~p~. 

° r ,- t n-enp Mi re were administered 

assess- 

° r genetically obese mice, as determined by protein synthetic rates in the 
?iver or changes in the P^-a concent ration o ^ alphal _ ac ? d 
protein reactants, amyloid A, amyloid P, ^ not 

finding W *t tn.t « ~« 0 ^ P aSc" 
weight ivtin i» not » significant induce! o£ Me n p 

Sinrt:L°cLS:«ss" orrr 0 Sc p ^»tc iy P „ce=s. 

*«,^ttmu DUPLICATE 11 

L4 ANSWER 18 OF 159 MEDLINE 
ACCESSION NUMBER: 1998392826 MED 

DOCUMENT NUMBER: ^"^.^V^ in human subcutaneous and 

SSguellrfrin; J B; Sanders L; Zhang * Sewter C P, 

CORPORATE SOURCE : ^X^^^^ * Cambridge, England, 
CORPORATE souKLb ^ car i . m0 ntague@alderley . zeneca . com 



SOURCE ' DIABETES, (1998 Sep) 47 (9) 1384-91. 
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AB 

information 



differences t Treasured, in paired samples of 



expression 



^f^L^n aenes encoding lipoprotein lipase (LPL) , 

rSSenslSve Upas/ (HSL> , P"---/™^^™' 1 
receptor-gamma ( P PAR- gamma ) , tumor -"^"J^- J ferenUally expressed. 
,TNF-alpha) and adipsir . were ^^*«^ £ J:S. en adipocyte 

SSS "Sor J^^SS ^ »jt were expressed in a 
site-related manner. No transcript that was unique to one or another 

^^was found, but cellular inhibitor ^J^^^^^ 
which has not previously been reported inadi P° c g e ^ W ^ ht P subjects; 
higher levels in 0, than SC adipocyte °m > S xn all eig ^ ^ 
mean Om:SC ratio 1.9 +/- 0.2, P < 0 . UU . eecd possibility that 

P £„;n Thus of the ntfMAs examined to date, only leptin »d 

sr:„:; ...««a.t- T — > r ies 

and/0 may be related to the reduction of insulin sensitivity that occurs with 

increasing fat mass. 
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TITLE: Troglit ^ ^ ^ tissue mass in obese 

AUTHOR* Suno^lamemoto H; Tobe K; Ueki K; Mori Y; Iw^tc K; 

A Umesono K; Akanuma Y; Fujiwara T; Horikoshi H; Yazaki Y, 

Kadowaki T 



_ E „»» ^ Department of Xnte^ Facu lty o £ 

Medicine, , . f m~i, vo Tokyo 113, Japan. 
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Entered Medline: J^80423 that activate the 

AB Troglitazone (CS-045) is one °f the th.azo 1 (ppARgamma) , which 1S 

peroxisome Pr°l iferator -* Ct1 ^ • "el To elucidate the mechanism by 
expressed primarily in adipose tissues, lo we gtudied lts 

which troglitazone »J^.Tf animal model (obese 

effects on the *^V^ oi EoSiSzone for 15 d normalized mild 
Zucker rat). Administration of trogui« plasma 
Hyperglycemia and marked ^^^S^rin both obese and lean 
triglyceride level was decreased by trogii adipose 
rais Troglitazone did not change the total weign raic ron2) 
5 sues but increased the ^^^^aS'^cutaneou. adipose 
approximately fourfold in both number of large adipocytes 

tissues of obese rats, n- 
(> t i m fact the percentage of apoptotic 

5,000 micron2) by approximately 50% In ^ troglitazone -treated 
nuclei was approximately 2 . 5 tola J 9 control . concomitantly, 
retroperitoneal white *^oTl.v«l8 of TNF-alpha which were 

troglitazone normalized the e ^"^°£ ritonea l and mesenteric white 
elevated by 2- and 1.4-fold in the retrop Troglit azone also caused 

adipose tissues of the ^^^^leve J or leptin, which 
a dramatic decrease in tne . e * pr ""°J ite adipose tissues of obese rats, 
were increased by Pr Lfrfactfon of troglitazone may be to 

These results suggest that the hite adipose tissues, 

increase the number of ^/^JS ^er of small adipocytes and 
presumably via PPARgamma. The increased n 

^ decreased number of large adipocytes in white chrism by 

troglitazone-treated obese rats appear to ^ levels Qf 

which increased expression levels ot P 

PlaSm iipids are normalized, leading to alleviation of insulin resistance. 
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LANGUAGE : English imDarted great impetus to adipose 

AB The discovery of leptin has imparted g 



stlss:' n^r"-, ™ si - ls ' CTFalpha 

and t - a1te rnative pathway of complement influence 

IL-6, and components of ^alternative^ * as well as energy 

X iTl^e^" aHc^endocrine organ, — g 

M aspects of fuel ^^^^SSS J^SoS^^to- of 

signals, which interact with th * ^ablis anteE ior pituitary 

adipose tissue. Thus, insulin «techolani ne tokines and 

endocrine axes interact at multiple netWQrk of 

leptin. It may be proposed that the existen hiera rchical fashion, 

JSirS'JSSS^'SS.^fS; XJ* tissue =i 9 ».llin g 

repertoire, fl dants poorly to these conditions. Rather, the 

although s °P f h -f ^^^Uli^ue'endocrine network to obesity are 
S3£Sv£ and a iay P th e e foundations of metabolic disease. 
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AB 



plasma leptin ^ ULCU ^ Wi - _ necrosis 

a crossover design, leptin and tumor determined in eight chronic 

factor-alpha (TNF-al P ha) l^^" "^sequentially on low-flux 
dialysis patients Patients were ^alyzed J high -flux (F80B) 

cellulosic (TAF) dialyzers, low-flux v y 



*.», m w flux colvsulfone and cellulosic dialyzers again. 

leptin fell significantly on the high £™ P°g s < 0-005)# and i ow -flux 

(99.4+/-16.2 microg/D ^^"g.^^^Searance by the 

polysulfone dialyzers (P < 0. 02) . L *P~" tl higher than the low- flux 

""tu, fo, th. 30, «... i» pi«» s^^'srsswn- 

an of the rtudy. Concentrations of TBf alp c< , rte lation of 

levels The decrease m plasma leptin on my 
cannot be explained solely by enhanced clearance. 
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Cytokines, such as tumor necrosis factor (TNF) an ^ , nfection/ 

lnterle 1n5 MDr Y Thr re e ud™Se hypothesis that 
rdrtoxi^lfers-reiression of two key fat cell pre , e.ns, 
leptin and bet.3-adxenergic receptor <*^™ ' 0 ™ cterichia coli 
mechanism involving TNF-al P ha. g^^^n dose-dependent elevations 
endotoxin (lipopolysaccharide, LPS) "suited 



AB 



in 



results in an induction of leptin mRNA and ^^"iediated by 
beta3-AR mRNA in adipose tissue, an effect 
alterations in TNF-alpha. 
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AB BACKGROUND & AIMS: Leptin is a PJ-gjJ th £ ^produced in fat cells, is 
intake and increases »«w egenditure. 1 ^ h . gher ^ females . 
stimulated by cytokines, and its ie cyto kine levels are 

Because anorexia, ^•^^rrSy^Siized'that the serum 
frequently observed in cirrhosis, we W> aim of this st udy 

leptin level would be eleva tedin cirr hosis ^ ^ 

was to investigate the relationship of serum lep ^ METHODS : Male 
body composition and necrosis fa cirrhotic patients were 

(n = 18) and female (n -10) f 3 ^ 11 ^ (1 5 male and 8 female). Fat 

studied and compared with cent jol ^ calculated by using 

mass, fat-free body mass *nd body cell ^ TNF 

H2ri80] and bromide dilution methodology. RESULTS: Fat mass was 
concentrations were measured g —assay cell mass was 

decreased only in male cirrhotics (P < 0 U ), < Leptin 
decreased in both male and female cirrnoti ^ ^ ^ ci rrhotics 
levels were elevated in female (P < u. i masS; 

compared with - nt - ls - ^fe^P < o" Olf and female (P < 0.01) 
leptin was elevated in both male (P < 0. J ^ r 

cirrhotics Women in both cirrh0tic vated ^ ^ ^ ^ female 

^^^S-^.^ -Ptin levels. eveisj ^ 

MS'to^^^r^UuSt alterations in body 

composition. 
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AB To investigate if leptin shares in vivo activities wi ^ ^ ^ 

SntrSt^ilinS InScSon! 3 ^ induce the acute-phase protein 
^amyloid A, to potentiate the induction by IL-1 of serum corticosterone 

^ IL -6, and to inhibit it 

tumor necrosis «* ct °% an J' S^ r S blood cell counts. At a 0.5 

body weight loss and to change but did not show any 

mg/kg dose, leptin caused body weight 10 ^.^ algQ caused 

of the other activities above A <i "^J^y IL _! of 

body weight loss, leptin potentiat £ the » ^ ^ vifcy> In 

serum corticosterone and IL 6 but aia some Qf 

addition to causing body weight \ oss ' cytokines and only if used 

the in vivo activities typical of ^[^J J fect body weight. In vivo, 

^"^to-SSy ^ Wei,- and not inflatory 

or hematopoietic processes. 

» c ,s e ;^ u »°sr 2001 BI0SIS 

Sir " ^ ana e» d0 « 1M ~U. 
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SUMMARY LANGUAGE: French seC retory cells has emerged over the past 

AB The concept that adipocytes are see tory . et of pept ide and 

few years. Adipocytes ^^"^t^l ability to store and mobilize 
non-peptide compounds in add ^£ £ £ pr J perti es allow a 
triglycerides, retinoids andch0l f„"h other organs as well as within 
cross-talk of white adipose ^ssue with oth fce 

adipose tissue. The lm P° rt ^^ g e Snshed adipose tissue as 
leptin as the product of Jbgene^ the ^ ngrvous gystem . 

an endocrine organ which cor^unicates wit rs as an 

Tumor necrosis factor-alpha secreted rr * di e tissue b y decreasing 

Important component of insulin resistance in adip secret ion 
the insulin receptor-signalling pathway. In vitro 

° f mitogenic factors (IGF-I and lysophosphatidates) and adipogenic factors 



(ei co S anoids) and their effect on the proliferation an. 
° f preadipocytes to adipocytes surest in vivo a cross-tal* implicated in 
^ hyperplastic development of adipose tissue. 
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AB BACKGROUND: ^^^e^SS? is released after injections of 
regulates food int a J« ™ *J inte rleukin 1, plasma 
tumour necrosis factor (TNF) and ^ chronic inflammation, 

concentrations have not been ^aracteris 

^ SrtiS2i?w th nrrcuL^tages'of inflatory bowel 
associated particularly wxui i eD tin concentrations 

disease. AIMS: To investigate plasma Ugxn^ diffe rent animal 

. during the time course of ^ es £™^£^7 at different time 

S^iS-^ - d (TNBS) induced 

^Indomethacin induced Haiti. 

lipopolysaccharide (LPS) ■ aysteuu. r trat ions 

acute inflammation. RESULTS: Pl f f ^ r ^ ct ^ of TNBS colitis (p<0.0001) 

increased fourfold ^? h * ^«J^ e iSnS Sone (p<0.02). Plasma 

and twofold after admin ^ s " a S° n f ^ s t post-treatment day were 

leptin responses throughout the first post simllar 

^related with ^^""^^^i^tScin induced ileitis 
anftn ZT^^^^^ concentrations were lower in 

™ BS treated rats than in controls on day 5 before . reaching -imilar^ 

concentration on day 14. ^f^f A significant increase in systemic 
during the first four a^ys Post TN ^eate^rats . CONCLUSION: Elevated 

TNF-alpha was only dete = te V ^rrelaJed with the degree of 
plasma leptin concentrations co related w i ^ ^ during 

inflammation and associated with anorexia, w 
th£ ear i y stages of experimental intestinal inflammation but proved 
transient; Hi screoancies in recent results concerning 
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examined receDtor in fresh human leukaemia 

expression of the ^ptin receptor receptor was 

cells. Northern blot analysis showed the leptin loblastic 
expressed in leukaemic ^sf^emX and chronic myeloid leukaemia 
leukaemia, acute ^^^^"^^served in blast crisis than in 
(CML) . in CML, higher express^ was obser decreased 
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AB 



significant correlation between P^^ e ^^ ship bet ween ob mRNA levels 
index of adiposity. In contrast the relat, P ^ t ated 

and adiposity was weak. Adipose tissue subjects (lean: 

Sgher ob mRNA levels than J^^ts , P< 0.05). However, there 

0.49+/-0.05; obese 0.87+ -0.09 arbitr y ^ ^ ^ 1&yel In 

o v.- ,ts TNF mBNA levels varied with ob mBNA levels (r = 
measured in 18 subjects. TNF ^ A ma 1 tin le vels are 

0.44, P = 0.06). These data show tha p suqqestinq 
not directly related to adipose t»su ion , either at 

posttranscriptional regulation of leptxn v ^ n 

? h e level of the adipocyte or by J^erat ^ changes in ob and TNF 

degradation o^J^^.^^he.e tJo important factors in the 
Sense agSnst SS/S be regulated similarly. 
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Appetite 0 „ h<5 trates are diverted into the inflammatory 

P is reduced, yet energy subs trates ?" istic . T he nutritional 
process, and thus weight loss is char*cteri ^ funct 

disturbance represents part of a P^found ^ ^ notably ret arded, 

Linear growth ^d pubertal development i significant psychosocial 

body composition is altered, and there m y necrosis 
disturbance. Macrophage products such - tumou^ ^ . ^ 

factor-alpha and i*terleukins 1 and 6 £Y of home ostasi S . 

link the inflammatory P r ^f S *° ea ^ ng evidence that an aggressive 
Intriguingly, there is also "creasing e tQ reduce the mucosal 

nutritional programme may in itself be suf enteral nu 

inflammatory response. Recent cyJokines to normal and allow 
alone may reduce many pro- inflammatory y 



n«uno.. » — — — M1 <°" p ° n ""' such " lh 

petite and body composition - 1*P» '^/^rovemant in th. 
„StS a « d e rrof i», S Sn— L, ...ei di.-.. 
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AB OBJECTIVE: Leptin acts as a satiety facto ^ ^ well defined . 

intake and body ^^/"^een found in the brain and it 

Specific leptin receptors have bee * tion by ad ipose tissue 

has been hypothesized that £gio P roducti™ Y P^ been demons trated 

is under neuroendocrine control. A « d earl morn i ng 

with highest leptin levels bet£« md t y +/ - 

hours. The possibility that h was investigated by 

radiotherapy) abolishes this leptin rn y ^ ^ patients 

measuring serum leptin ^'^"S^s a5d DESIGN: Circulating 

with impaired pituitary function. PATI ^ hypopituitary 

leptin levels were measured hourly °*e and specific 

patients (8 women ^"^[^^ the consequence of pituitary 

radioimmunoassay. ^^^f^th radiotherapy. All P^ents 

tumors treated surgically ^° z ^t convent ional replacement with 

were GH deficient and were receiving con ssin (n = 4) but not 

Cortisol (n = 13), diu 2 rnal vari ation in circulating 

with GH. RESULTS : A sigmf ican ve ^ n 13 of the 14 patients. The 
leptin concentrations was ^served 1Q>7) 
J an < +/ - SEM) leptin level for women ^ ^ t 

ng/ml and for men 1 1.0 +/ 2-0 ^ ^ ^ 0830 h after 

i^irStS; ^ 1bvb1b (43 -° 7 SEM) 

- M1 i t 0200 h declining thereafter ^^^^ ~£ 

magnitude of circadian variatior j in f ^J\ e (+/ . 1<2) ng/ml (8.4 
the calculated mean level for each pa ^ ^ (+/ _ SEM) of the 

+/- 1.4 for women and 1.9 +/ u-^ levels over 24 h for 

ratio of the amplitude versus mean leptxn ^ fQr women and 

each individual patient was 0.18 (+/ o. 



« , \ rnwrLUSIONS: A circadian rhythm for leptin 

P " U "S«y and/or radiotherapy, »«* ^f^™ £»"hou» . Mthough 
levels being obtained between mrdragbt lnt « ct 

sss ssss S'STS.L.^ Lt 

circadian rhythm. 
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AB It has previously be ^"^^p^SSe apoptosis in 

administration of leptin ind ^ c ^.^^. m The objective of the present 
addition to influencing lipid ^abolism The J 

study was to determine if the ex P"*"°JJ^ * , uncoupling protein-2 
proliferator-activated receptor-ga ™* ^ « ^ re ' inf lue nced by 
(UCP2) , and tumor necrosis factor «™F alpha > ^ 
in vivo leptin treatment Ek pr sion of PPAR^ and 
TNF alpha in epididymal f at *«sue wa of i.c.v. leptin 

^^r^~r-t^l^^ -re treated with or 

Leptin treatment decreased the expr s UCP 2 ( ^ ^ ^ ^ 

young rats, whereas *f alnha expression by 40% (P < 

Lptin treatment also decreased TNF alpha expr ^ in oW rats . The 

0.01) in young rats but dld f n °^ n ^^ as grea ?er in 3-month-old rats 
5T ii^Srir ^afuvel 0/UCP2 and TNF alpha 
expression aroups. These immunoblotting data 

rraTur^r-rfiSSrS 2%S ^cytochemical analysis. The 

-"Ttudy suggests that expression of PP^ ^^^^ * 
the leptin-induced adipocyte a P°f ^"^^-induced 
UCP2 and TNF alpha may play roles in the leptxn 
lipolysis process. 



26.3 



DUPLICATE 23 

MEDLINE 
1998128709 MEDLINE 

98128709 PubMed ID: 9467580 Cushing . s 
Determinants of serum leptin levels m 
syndrome. Muhlen A; Brabant G 

r^lr SSSE'£SSSfc«)B » HETABOLI SM, 
Journal" I». OOn^X. 

Srntl! «S=1.; (*»>««■ ARTICLE! 
KSdfed index M.dicus Journals; Priority Journals 
199802 

Entered STN: 19980312 
Last «Pd ated . on . S ™- 8 2 0 °°?° 303 
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and in vitro. To instigate whether increa ^ ^ 

serum leptin concentrations ^n ^ents^th Pushing syndrome 



L4 ANSWER 32 OF 159 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR: 

CORPORATE SOURCE: 
SOURCE: 



PUB. COUNTRY : 

LANGUAGE: 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



16 



-i- ^ 

♦,- 2.3 */*] and in controls ""^J^^'tti*'''' 
ieptin " e " "i ? her in female th an in m, 1« P D1 « a «- Sp ecific 

the cushing (P < 0.01) and control (P < "j™ 1 ' in ^ 
US"rS S^cffi-i^iS. «■ Control. P < ...... - 

^^tients. Multiple s^.st'pKctor or'serum ^ 

revealed insulin as the best P"dicto r variance in serum leptin 

SSr^MS o^ean 2™ -rtisol „s measured hy 

""^l.-min intervals over 2 4 ^ In - ^^llT " = " 
pituitary adenoma, serum leptin levels we Cortisol, 
^ resection n^rcortisolemi, in Cushi»,'s 

^ndrome » -s'not - directly affect . „ sooiited 

SbSS. b .nd%r^."erf»sSin1L s itivity. 
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(MSL-G-AN) associated with abrupt °" et °* t of anore xia, food 

£ after subcutaneous transpljntation. Before « ^ ed h 

consumption is comparable to ^reate ^ severity; even tually 

adipsia and weight loss and P EO j£ e *^ E of 100 and 80%, 

resulting in reduction of food and water eventually become 

respectively. During the an ° re ^fJ^! associat ed anorexia 
hypoglycemic and hypothermic. The tumor assoc abdomina l 
shows no sex difference and is not affecte^ satiety factor 

vagotomy, indicating a direct «ntr reducing hypothalamic 

ieptin, known t o supp res od ntak ^ ^ by the 

^^nalircSLnUn ^e-J were reduced^ _ ^ 

s^^^^ssr~ ^ was found in anorectlc 

«" . , „„w Since elevated hypothalamic NEY i. among 

circulating factor (s) that overrlde * ^ NPY . We hypothesize a 

-"£L el cSr.r?oi^^s?u".;^aS;., ^ * - — 

anorexia. 
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conditions. 2. Plasma leptin an ^? 1Ub n * Sions were measured in 
necrosis factor receptor (sTNF-r5 5 -ncentratxon we '* ^ 
patients with inflammatory bowel disease an .d acqui g ^ 

syndrome (AIDS), and healthy controls 3. The patient 

severely wasted [% body fat 12 (9-16 ; ^ian (inte rquar « and 

compared with th ose wit h in amma to y^ow el ^"J^ < were 
control subjects [29.4 (23.6 il .»)]. ^P" n cont rols (r = 0.74, P < 
highly correlated with percentage body fat in con tro^ ^ ^ ^ 

0.001) and patients with IBD (r - u. /J, 

Pati6 w "h AIDS (r = -0.024) Leptin ^^^^^ ^trol groups 
the inflammatory bowel disease [4.8 (2.6 10.1) ng/m j 
[8.0 (3.1-14.1) ng/ml] but were significantly lower (P < 

PatiS wi S th AIDS [1.8 (1.5-2.3) ng/ml] after 23 patients were matched for sex 



and 



percentage body fat in patients with inf— tory ^el disease [2.4^ 
(1.8-4.1) ng/ml]. Plasma concentrations of sT Nt r (0<16 _ 0 .i 3) ng/m l] and 
the Patients with inf lavatory ^ ^'J^ controls [0.14 

with either percentage 

or plasma leptin concentrations 4. Hyperleptinaemia does not^ 
appear to mediate the anorexia and we gh t loss a ^ ^ 

inflammatory bowel disease MDS. In P ^ 
S^.^brr^tS^^i^*t iLs which occurs in these 
patients . 
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AB STaSr^ P «t r fsVaLrr s ru g dierof obese rodents and humans, 

^ ^culture models. T NF elicits cellular "gf ff^S 

called P 55 and P 75. Our P^^^Sing one or both TNF receptors. C57BL/6 
glucose homeostasis uszng micela eking o ^ receptors 

mice lacking P 55 P 55 (-) /-) , P"' l d [ et > ' t0 induC e obesity. Marked 

(p55(-)/-p-75 (-)/-> were fed a high fat between 12 

fasting hyperinsulinemia was seen for P 55 ( )/ p ^ times 

and 16 wk of feeding the high f at J e 55M/ _ and p75(-)/- mice 

greater than wild-type mice. In contrast P«< ^ d respectively, as 
exhibited insulin levels that -re similar or red p?5( _ }/ _ 
compared with wild-type mice. In addition, n g 

had the lowest body weights ^ ^g^ 16 ^ Trt nofresponsive to 
insulin sensitivity. Obese <^*> ™ 0 f ^fin severe obesity. Male 
leptin, were used to ^udythe role of p5 n levels and two f ld 

p55(-)/-db/db ^ c % exh ^ b ^tk Sf age than control db/db expressing P 55. 
lower glucose levels at 20 wk of age tn based on fasting 

All db/db mice remained severely insulin re* 
plasma , . . nl .. cose a nd insulin tolerance tests. Our 

SETS £ i££ ^^fe^^t^S^.- 
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The identification and sequencing of the ob - q£ ^ 

leptin, in late 1994 opened new insight in tn y research 

Sanlsms controlling body weig ; and ed to. S f g^^ ng 

activity. During this time, a c ° n "^ r he field continues to 
ieptin's actions has been accumu ted^nd the_ ^ ^ interactl0n 

expand rapidly. Currently there is P« mechanisms to 
of leptin with other P^^^^'f^d Immunological response. In this 
regulate body weight, r f rod ^^° n *™ ^ ate of knowledge about 
review, we attempt to P la ^J^ U ™J/ sio logy, including its _ 
leptin in the broader P? r3 P e £^ °„ pn J lndin g proteins, signalling 
structural characteristics, receptors, bind g P duction , 

pathways, regulation o < ^^J^ Actional effects. In 
secretion patterns, ciea ran pathophysiology of 

addition, ieptin's invol ~f abe ; e f mel litus, polycystic ovary syndrome, 
obesity, anorexia nervosa, diabetes me ne £ hropa thy, thyroid 

52££ »:T^^^~«ici^ will be 
reviewed. 
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""'accessory proteins, receptor antagonist), TNF-alpha, TGF-betal, 
gSop°ro?e P in 13Q (IL _ 6 receptor signal transducer OB 

protein (leptin) receptor neuropeptide Y f^^f ^ were analyzed . 
and proopiomelanocortin (opioid peptide prec ^ g> Lps and MDP 

The same brain ^^V*^ % tlv dlf fe °ent behavioral and molecular 
administration induced significantly different Dena duci anorex ia 

SBSSSaSSsfeie* s as- 

mRNA components, but did not affect any of the neu P J 
Serial infections of the central nervous system. 
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Were r onlv Height standard deviation score (HSDS) and body mass 

treated with C only. Heignu s"»a hp£ore treatment, at end of 

index standard deviation score (BMISDS) befo ^ treat , 

treatment and at o ow-up ^^i^aSSt^l provocative growth 

h :rion: r ^ r -S e (2Sdinf anfinsulL tolerance test, and an ACTH 

were performed. Furthermore, blood.-^.^ 1^%^' ^ 
IGFBP-3, GHBP and lepun were d --^f^^^insuf f icient response 

3H status at follow-up. BMISDS at follow-up was positively correlated 



of 

with 



serum leptin (P < 0.001), and serum leptin was ^ ^ 

significantly higher «^ s J»^ X ™^y frequently found at 
nonirradiated group. CONCLUSIONS . Gu aenci y hor monal 
long-term follow^ in patients r a ^-^^ dependent on GH 
Icre^orv'status Long-Srm endocrLological follow-up examinations in 
patients treated for childhood ALL are recommended, as hormonal 
replacement therapy may be indicated. 
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Patients with craniopharyngioma frequently suffer from severe obesity. 
Leptin induces an inhibition of appetite via hypothalamic 
receptors. This study was undertaken to investigate whether a 

relationship , . . 

exists between serum leptin levels and pituitary/hypothalamic 
lesions in craniopharyngioma patients. Serum leptin levels were 
evaluated by RIA in 14 patients (age 7-21 years; 7 females, 7 males) 

after they had undergone neurosurgical treatment for craniopharyngioma. Normal 
controls had a positive correlation between leptin levels and 
body mass index (BMI) with higher levels in the females than m the 

maleS Significantly elevated leptin levels with respect to BMI were 

found in 11 craniopharyngioma patients who had been affected by a 

suprasellar tumour, whereas 3 patients with an intrasellar 

tumour had lower, almost normal serum leptin levels. Our 

data suggest that craniopharyngioma patients develop hypothalamic obesity 

because their hypothalamic structures are insensitive to endogenous 

leptin. The elevated serum leptin concentrations found 

only in patients with a suprasellar tumour may be explained by a 

disturbed feedback mechanism from the hypothalamic leptin 

receptors to the adipose tissue. 
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Differential regulation of mouse uncoupling proteins among 
brown adipose tissue, white adipose tissue, and skeletal 
muscle in chronic beta 3 adrenergic receptor agonist 
treatment . 

Yoshitomi H; Yamazaki K; Abe S; Tanaka I 

Tsukuba Research Laboratories, Eisai Co., Ltd., Ibaraki, 

Japan., hl-yoshitomi@eisai.co.jp 
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also 



Uncoupling proteins (UCPs) are inner mitochondrial membrane transporters 
Sat dissipate the proton gradient, releasing stored energy a heat, 
without coupling to other energy-consumi n* P~ces.es. Therefo re the UCPs 
are thought to be important determinants of the ™*abolic e«^iency. 
elucidatl relationships between the ^2^^ drenergic 
^^t^^^lS^^^ch^- of the UCPs mRNA 
expressions in various tissues. Chronic treatment of a specific beta 3 
Synergic receptor agonist, CL316,243 (0.2 mg/kg body «xght/d.y s.c.) 
markedly increased the expressions of uncoupling Pjotein J U ^l), 
uncoupling protein 2 (UCP2) , and uncoupling protein 3 (UCP3) by " * oi ^ 
fi fold and 16-fold, respectively, in the brown adipose tissue BAT) . The 
UCP1 ^ ScP3 expressions in the white adipose tissue (WAT) were 

increased by 12-fold and 9-fold, respectively, but the UCP2 mRNA 
expression was not changed in this tissue. Interestingly, the UCP2 and 
SS3 SA expressions were strikingly decreased in the skeletal muscle 

heart. Particularly, the UCP3 mRNA expression level in the skeletal 

mUSCl was dropped to 10% of that of the saline-treated control mice, indicating 
Sat t^UCPs mRNA expressions are regulated in ti «ue-specif - "ays^ The 
concentrations of plasma insulin and circulating free fatty acid (FFA) 
"ignificantly'decreased, suggesting that ^y^^eSfmSslle 
reductions of the UCP2 and UCP3 mRNA expressions in the skeletal muscle 
and £«" It has been thought that the UCP1 and UCP3 mRNA expressions in 
Se BAT and WAT are mainly controlled by the hypothalamus via the 
™theSc nervous system, while the levels of insulin, FFA or both may 
pUy important roles in the control of the UCP2 and UCP3 mRNA expressions 
in the skeletal muscle an heart. 
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USA 

BRAIN RESEARCH, (1998 Jun 8) 795 (1-2) 77-86. 
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<- effectiveness of lipopolysaccharide (LPS) and muramyl 

fasted Wistar rats anuwe aln ha TGF-betal, glycoprotein 130 

™ « » S "S. "^duration than that of ., »«. Paction assays 

levels of IL-1 receptor ant.go list III 1M) and lu ed 
"hi ThSe £££ Sn-t tLt LPS a„d „DP -dla« ,„o t e»i« throuoh 

except for an up-regulation m cereDeiidi 

of hypothalamic GR mRNA expression in r «P™" ^ ^ to refeedf 

eKwI 4-hai- TPS and MDP induce anorexia in fasted rats allowed to , 
id Suggests an important role for endogenous cytokine-cytokxne 

CopyrigS^^S Elsevier Science B.V. All rights reserved. 
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Importance of TNF-alpha and leptin in obesity and 

insulin resistance: a hypothesis on the impact of physical 

exercise. 

Halle M; Berg A; Northoff H; Keul J _ , 
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Freiburg University Hospital, Germany. 
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AB Obesity is associated with an increased incidence of in-ulinra.x-t.nce, 
dislipoproteinemia, and hypercoagulability. In a more recently 

e8tab nt££e-i- of body weight control and regulation of metabolism, the 

TNF-aKha expression induces insulin resistance by deregulating the 

aipna expj.c , h insulin receptor and decreasing the 

SrSSo T/gL - g uc^rans^ers. TNF-alpha also reduces 
noooroieL lipase activity in white adipocytes, stimulates hepatic 

^increases plasminogen activator in 
adipocytes Moreover, adipocytes secrete leptin, a molecule with 
a Secondary cytokine structure whose concentrations correlate with the 
amount of fat tissue. Increased leptin levels downregulate 
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TITLE. stimulating fatty acid uptake in the adipocytes . 
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DOCUMENT TYPE: General Review 

qlucose homeostasis may be due to the errecx: ol l " affect 

in adipose tissue without changing their expression m muscle tissue. 

co-ordinate regulation of fatty acid part Zoning by PPAR gamma -suits in 
an adipocyte ' FFA steal' causing a relative depletion of fatty acids in 
the muscle Based on the well established interference of muscle fatty 
aSd and giucofe metabolism it is hypothesized that rever -1 of muscle 
Sty acid accumulation will contribute to the improvement in whole body 



This 



glucose homeostasis. 
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AB During the past 4 years, significant progress has been made in 

elucidating^^ following binding of ligands to members of the 

cytokine receptor superfamily. This is a rapidly growing family of 
receptors that currently includes receptors for growth hormone (GH) , 
prolactin; erythropoeitin; granulocyte colony-stimulating factor; 
granulocyte macrophage colony-stimulating factor; interleukin (IL) s 2-7, 
9-13, 15; interferon (IFN) -alpha, beta, and gamma; thrombopoietin; 
leotin; oncostatin M; leukemia inhibitory factor (LIF) ; 
SS neurotrophic factor; and cardiotropic 1 . Despite their diverse 
physiological effects in the body, ligands that bind to members of this 
family share multiple signaling pathways. An early and most 
initiating event for all of them is the activation of one or more members 
of the Janus (or JAK) family of tyrosine kinases. The activated JAK 
kinases, which form a complex with the cytokine receptor subunits, 
pnosphorylate themselves as well as the receptor. These phosphorylated 
tyrosines form binding sites for various signaling molecules that are 
themselves thought to be phosphorylated by JAK kinases, ^eluding 1) 
signal transducers and activators of transcription (Stats), which 

"transcription; 2) She proteins that recruit Grb2-SOS complexes, thereby 
SiUaSng the Ras-MAPkinase pathway; and 3) insulin "ceptor .^-trjtj 
(IRS) proteins that are thought to regulate metabolic events m the cell. 
Additional other signaling molecules have been implicated ""^"J 
some cytokines, including protein kinase C, SH2-B beta and intracellular 
Ca. This review uses the GH receptor as a model system for studying 
cytokine signaling and summarizes some of the data use d to ^ablish JAK2 
as a GH receptor-associated tyrosine kinase and to identify signaling 
molecules that lie downstream of JAK2. Since these pathways are shared by 
multiple cytokines, this review also discusses factors that might 
contribute to specificity of response to different cytokines. 
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D J; Klein A S; Bulkley G B; Bao C; Noble P W; Lane M D; 
Diehl A M 

Department of Medicine, Johns Hopkins University, 
Baltimore, Maryland 21205, USA. 
FASEB JOURNAL, (1998 Jan) 12 (1) 57-65. 
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United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199802 

Entered STN: 19980224 
Last Updated on STN: 20000303 
Entered Medline: 19980209 
Obesity is associated with an increased incidence of infection, diabetes, 
and cardiovascular disease, which together account for most 
obesity-related morbidity and mortality. Decreased expression of 
leptin or of functional leptin receptors results in^ 

hyperphagia, decreased energy expenditure, and obesity. It is unclear, 
however, whether defective leptin-dependent signal transduction 
directly promotes any of the conditions that frequently complicate 
obesity. Abnormalities in tumor necrosis factor alpha expression 
have been noted in each of the above comorbid conditions, so 
leptin deficiency could promote these complications if 
leptin had immunoregulatory activity. Studies of rodents with 
genetic abnormalities in leptin or leptin receptors 
revealed obesity-related deficits in macrophage phagocytosis and the 
expression of proinflammatory cytokines both in vivo and in vitro. 
Exogenous leptin up-regulated both phagocytosis and the 
production of proinflammatory cytokines. These results identify an 
important and novel function for leptin: up-regulation of 
inflammatory immune responses, which may provide a common pathogenetic 
mechanism that contributes to several of the major complications of 
obesity. 
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Role of tyrosine phosphorylation in leptin 
activation of ATP-sensitive K+ channels in the rat 
insulinoma cell line CRI-G1. 
Harvey J; Ashford M L 

Department of Biomedical Sciences, Institute of Medical 
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AB 1. Using whole-cell and cell-attached recording configurations, the role 
of phosphorylation in leptin activation of ATP-sensitive K+ 
(KATP) channels was examined in the rat CRI-Gl insulinoma cell line 2 
Se-ceU current clamp recordings demonstrated that, following dialysis 
2£ t£ non-hydrolysable ATP analogue 5 ■ -adenylylimidodiphosphate 

3SSTS 2 ^S^«S^ 

or slope conductance of CRI-Gl insulinoma cells and did not occlude tne 
actions of leptin. 4. Application of the tyrosine kinase 

o genistein (10 microM) , tyrphostin B42 (10 microM) and 
nSSmycL A (500 nM) all resulted in activation of KATP ^nnel n 
^11-at-tached recordings, the presence of tyrphostin B42 (10 microM m 
the piStte soJution activated tolbutamide-sensitive KATP channels in 
CRI-S cells in contrast, the inactive analogues of genistein and 
Srphostin B42 were without effect. 5. The serine/threomne-specif ic 
prS phosphatase inhibitors okadaic acid (50 nM) and cyclosporin A (1 
microM) did not prevent or reverse leptin activation of KATP 
channels in conLast, whole-cell dialysis with the tyrosine phosphatase 
Suitor orthovanadate (500 microM) prevented the actions of both 
lon+in and tyrphostin B42. 6. In conclusion, leptin 

action of KATP channels appears to require inhibition ^ tyrosine 
kinases and subsequent dephosphorylation. This process is likely to occur 
£ior"o activation of phosphoinositide 3-kinase (PI 3-kinase) as 
worSannin prevented activation of KATP channels by tyrphostin B42. 
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ai» of this study „as to find factors ^ ^ 

secretion during pregnancy. Mouse parametria P y 

ls.-i.pUr. <»- 1? t i; . JSx-^Sl-,! tr.af.nt did not 

" ««Ln! However? „T»F-alpha which is 

inhibited ^-JVtta (h-lj^^ec^ion * ubcutaneous fa t of pregnant 
cultured human adipocytes c f J^ted irom secre ted by 

women. These results -^-t th t TNF alpha wh 

adiP °e2 te th; Sfenc ^af autoSne or paracrine regulation of 
l U eptin se-e? on " human and mouse adipose tissue in vivo. 
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hypothalamic leptin binding in anorectic tumor-bearing 
and pair-fed control rats. Plasma concentrations of leptin 
decreased in tumor-bearing rats early in the course of 

fat-tv acids were elevated in both tumor-bearing and pair- fed 

groipsriSlf circulating levels of triglycerides were increased only m 

anorectic tumor-bearing rats. Leptin receptor density 

was doubled in the hypothalamus of tumor bearing rats, while 

Snding affinity was decreased by 50%. These results suggest that 

peripheral leptin production is down- regulated perhaps due to 

increased lipolysis in tumor-bearing rats. It appears that 

h^othalamic P leptin systems up-regulate receptor xn 

response to decreased blood leptin level, however, the decrease 

" King affinity may compensate for tha-e .lterationB. Therefore, the 

influence of leptin on hypothalamic neuropeptide Y feeding 

systems may be minimal in anorectic tumor-bearing rats . 

Copyright 1998 Published by Elsevier Science B.V. 
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an tHp *im of our study was to determine whether leptin, a hormone 
^ Sncat^ in boS energy-balance and reproductive function, is involved 
in the etiology of prostate cancer or benign prostatic 
hyperplasia (BPH) . We compared the serum leptm levels of 43 
cases of incident prostate cancer, 41 patients with BPH, and 48 
Zllthl controls all recruited in Athens, Greece. Multiple logistic 
^greslin modeling was used, with adjustment for age height body mass 
index education, estradiol, testosterone, dihydrotestosterone 
denydroepSros^erone sulfate, sex hormone-binding globulin and insulin 
like growth factor 1. Odds ratios per 4 ng/ml increment of leptin 
were 0 10 [95% confidence interval (CI) (0.32,1 55)] for prostate 
cancer and 1.06 [95% CI (0.67,1.67)] for BPH. After adjustment for 
body mass index, serum leptin levels were not significantly 
correlated with levels of any of the other hormones under study 
Leptin levels are unlikely to affect the risk of either prostate 



cancer or BPH substantially. 
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Cytokines, such as tumor necrosis factor (TNF) and 

interleukin-6, may contribute to the anorexia and cachexia of infection, 
cancer, and AIDS. The present study tests the hypothesis that 
endotoxin alters the expression of two key fat cell proteins, 
leptin and beta3-adrenergic receptor (beta3-AR) , through a 
mechanism involving TNF-alpha. Increasing doses of Escherichia coll _ 
endotoxin (lipopolysaccharide, LPS) resulted in dose-dependent elevations 
of plasma leptin (maximal response approximately 7-fold, 

half-maximal effective dose of approximately 16 microg/100 g body wt) and 

white fat leptin mRNA in C3/HeOUJ mice. LPS also produced a 

large decrease in adipose tissue beta3-AR mRNA and a parallel reduction 

beta-agonist-induced activation of adenylyl cyclase. Changes in plasma 

leptin and beta3-AR mRNA were preceded by an approximately 

threefold increase in white fat TNF mRNA. TNF administration resulted m 

changes similar to those seen with LPS. We conclude that endotoxemia 

results in an induction of leptin mRNA and a decrease in 

beta3-AR mRNA in adipose tissue, an effect that may be mediated by 

alterations in TNF-alpha. 
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S TRY InThealt h y skills with a large age range, the relationships between 
plasma tumor necrosis factor-alpha (TNF-alpha) and body ... 
coSJosiSJn, insulin action, and substrate oxidation were investigated. 

the cross-sectional study (n = 70), advancing age correlated with plasma 
TNF-alpha concentration (r = 0.64, P < 0.001) and whole body glucose 
disposal (WBGD; r= -0.38, P < 0.01). The correlation between plasma 
TNF-alpha and age was independent of sex and body fat BF, r - 0.31, r < 
^^Independent of age and sex, a significant relationship between 
plasma TNF-alpha and leptin concentration (r - 0.29, P < u ;^> 
was also found. After control for age, sex BF and -to-hip ratio 

tWKR) olasma TNF-alpha was still correlated with WBGD (r - 0.33, P < 
HSvi .Further correction for plasma free fatty acid (FFA) concentration 
made the latter correlation no more significant. In a multivariate 
anSySs, a model made by age, sex, BF, fat- free mass WH R and plasma 
TNF-alpha concentrations explained 69% of WBGD variability with age (P < 
0.009), BF (P < 0.006), fat-free mass (P < 0.005), and plasma TNF-alpha 

< 0 05) significantly and independently associated with WBGD. In the 
Jong tudS study, made with subjects at the highest tertiles of plasma 
TNF-alpha concentration (n = 50), plasma TNF-alpha concentration 

^^fdecline in WBGD independent of age, sex, BF, WHR [relative risk (RR) = 
a decline r 41 After further adjustment 

2.0; 95% confidence intervals (CI) - 1.2 2. 4J. Alter EU "»« J 
for plasma fasting FFA concentration, the predictive role of fasting 
olasma TNF-alpha concentration on WBGD (RR = 1.2; CI = 0.8-1. 5 was no 
more sign! fLant. In conclusion, our study demonstrates that plasma 
?NF-a!pha concentration is significantly associated with advancing age 

^ that it predicts the impairment in insulin action with advancing age. 
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<™ 9 .°. i-y ° £ «- h ° st " s ^", t0 1 " fection and 

inflammation. L.pti» is secreted by adipose tissue and plays an 



important role in the control of food int a*- f^ist ration of 
^polysaccharide (LPS, tunor necr R f . ( ™^ n ; estigate 
^mtelv increases leptin mKim duu 

thf S. of IL-i bet! .nd ^ iJgg^^'S — . "ice 

inflammation, we used IL-1 beta de ^ c ^^ ^ subcutaneous ly with 

STbet" i/t ice, both LPS and turpentine jncre»ed leptin 
.» and circulating leptin in c„„ «. , n « ^ In 
lt%r™tll "f- S "turpentine increased ieptin protein 

not . 
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EmR TSLti g ,t. i^ti, snare, in vivo activity with ^ 
iSft;: k Stl , r L i1iS 1 L;r=Sor» 1 Lro. t Sr.cut.-p h . S . protein 

'a.yloid A, to potentiate the induction bv IX.-1 of seru. oortico.terone 

IL - 6 , ,»d ".^t^i^^xj^sss: to ss: 

!!;!! -s ass* hhs li: 

the in vivo activities typical of "-?J^ y j£°£ body weight! In vivo, 

or hematopoietic processes. 
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CLINICAL SCIENCE, (1997 Jan) 92 (1) 3-11. Ref: 

1 01 
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Editorial 
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n^er of its ? "««^ e ZT^ll. 2. !»=«.,., in 

''""for the peroxisome prolifer.tor activated receptor-ga^a retinoids, 
corticosLroids and tumour necrosis ^f^^'Sn^ed ^teratLn in 



of 



fat cell acquisition and loss and the influence of these processes on 
adipose tissue mass and regional distribution. 
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organs in contrast, OB-R long form (OB-RL) P^JJ » tt J 
Hypothalamus, but is also present at low levels in P";£«£ * 1S8Ue8 
Transient transection experiments have demonstrated that OB RL 

^"^intracellular signaling similar to interleukin (IL)-6 type-cytokine 
an in " aceA ;""-* . I th soecificitv by which OB-R induces genes and 
c e oS P e at- w tf g a 1r: n :SuSSn y p a?hways utilized by other hormones 
and c£o"nea, rat and human hepatoma cell lines were generated which 
"ably express human OB-RL. Hepatoma cell lines selected for appreciable 
levels of OB-RL mRNA display enhanced leptin binding and 

proteins, and synergism with IL-1 and tumor necrosis 
factor-alpha. A leptin-mediated recruitment of 

Dhosohatidvlinositol 3-kinase to insulin receptor substrate-2 was also 
£ cS Soever, no significant tyrosine P^P* 0 ^ 1 ^™^^ 
receptor substrate-2 and modulation of the immediate cell response to 
Jnsulin were observed. The data suggest that OB-RL action in hepatic 

CellS is equivalent to that of IL-6 receptor. However, leptin does not 

ilav a specific role in muting insulin action on hepatoma cells and 
Serefcre may not contribute to the diabetic symptoms associated with 
obesity. 
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•o To examine whether fatty acid transport is abnormal in obesity, the 
SneSs" of Trioleate uptake by hepatocytes, cardiac myocytes and 
Oocytes from adult male Wistar < + / + ), Zucker lean (fa/+) and fatty 
(fa/fa), and Zucker diabetic fatty (ZDF) rats were studied A 
tissue-specific increase in oleate uptake was found in fa/fa and ZDF 



adipocytes, in which the Vmax was increased 9-fold (p < 0.005) and 

13 ~ f ° l , d , n n(m r esDectively. This increase greatly exceeded the 2-fold 
2«e«! ii'tS ^rfacelrea of adipocytes from obese animals, and dxd 



not 



result from trans-stimulation secondary to increased lipolysis. Adipocyte 

2£=«: sr» " - — 

inCr6 2 S 9-fold (p < 0.005) in fa/fa compared + / + cells. These studies indicate 

correlated strongly with fatty acid uptake. 
L4 ANSWER 85 OF 159 MEDLINE DUPLICATE 51 

ACCESSION NUMBER: 1998060964 M f" NE Q , Qfi717 
DOCUMENT NUMBER: 98060964 PubMed ID: 939871/ 
DOCUMENT necrosis factor increases serum 

lectin levels in humans. 
AUTH0 R: Sach M S; Boehme M W; Wahl P; Stremmel W; Ziegler R; 

CORPORATE SOURCE: Separ^men/of Medicine, University of Heidelberg, 

" JOURNAL OF CLINICAL ENDOCRINOLOGY AND METABOLISM, 

(1997 Dec) 82 (12) 4080-2. 

Journal code: HRB; 0375362. ISSN: 0021-972X. 

PUB. COUNTRY: United States 

(CLINICAL TRIAL) 
(CLINICAL TRIAL, PHASE II) 
Journal; Article; (JOURNAL ARTICLE) 

£££d Index Medicus journals, Priority journals 

ENTRY MONTH: 199801 

FNTRY DATE: Entered STN: 19980129 

ENTRY DATE. ^ Updated Qn sm . 20000 303 

Entered Medline: 19980113 

M ass. 1 ^ see - 



within 



24 h Similar results were obtained when TNF was infused on subsequent 
days'. STstudy shows that leptin serum levels are under control 



of TNF. 
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AB The expression of leptin, an adipocyte-derived protein whose 

circulating levels reflect energy stores, can be induced by tumor 
necrosis factor (TNF) alpha in rodents, but an association between the TNF 
alpha system and leptin levels has not been reported in humans. 
To evaluate the potential association between serum leptin and 
the TNF alpha system, we measured the levels of soluble TNF 

alpha-receptor ... . ,. , 

IsTNF alpha-R55), which has been validated as a sensitive indicator of 
activation of the TNF alpha system. We studied two groups: 1) 82 young 
healthy normal controls and 2) 48 patients with noninsulin dependent 
diabetes mellitus (NIDDM) and 24 appropriately matched controls. By 

""^regression analysis in controls, there was a strong positive association 
between leptin and 3 parameters: body mass index, sTNF 
alpha-R55, and insulin levels. In a multiple regression analysis model, 
leptin remained significantly and strongly associated with body 
mass index, and the association of leptin with both insulin and 
sTNF alpha-R55, although weakened, remained significant. Patients with 
NIDDM had leptin concentrations similar to controls of similar 
weight. Importantly, serum levels of sTNF alpha-R55 were also positively 
and independently associated with leptin in this group of 
diabetic subjects and matched controls. These data are consistent with 

the 

hypothesis that the TNF alpha system plays a role in regulating 
leptin levels in humans. Further elucidation of a possible role of 
the TNF alpha system in leptin expression and circulating levels 
may have important implications for our understanding of obesity and 
cachexia in humans. 
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AB Leptin, the protein product of the ob gene, regulates appetite 
and body weight in animals. Endotoxin and cytokines, induced by 

endotoxin, r ^ , 

interleukin (IL) 1 and tumor necrosis factor, increase 
expression of leptin in mice and hamsters. We measured serum 
leptin concentrations in patients with cancer before and 
afSr administration of recombinant human IL-1 alpha Fourteen patients 
received IL-1 alpha at one of three dose levels (0.03, 0.1, or 
microaram/kq . day) for 5 days. Serum leptin concentrations 
S«eSS 5 alf but two patients within 24 h after the first dose. The 
increase in leptin was correlated directly with IL-1 alpha dose 
(P = 0 0030). Despite continued administration of IL-1 alpha, serum 
leptin' concentrations returned to pretreatment levels by day 5 of 
therapy. An increase in serum leptin concentrations may be one 
mechanism by which anorexia is induced by IL-1 alpha. However, 
tachyphylaxis of the leptin response suggests that other 
' mechanisms also are involved. 
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AB Cytokines, in Particular tumor necrosis f ££^^ llsB and appet ite 

(TNF-alpha), have "«? lf "*f ^"^re large!? unknown. Here, we 
although their mechanisms of action are xargcxy 

^whether W-alph. -odulates the P^f/™ ^^\„ cultured 

C T ntl lJf a^nticT^-. pL e S«nt a or 3 «-Ll adipocyte, resulted 

2 Spiral ^^u^-^. 

SSSS „fS"Sr-«U £o C cLed /siMl.r increase in plas»a 

animals. These data provide ^^^^^f^ef ormed pool of leptin 
^tf^/r/^t'Sr^feL^^ipLe tissue%ressio„ 

° £ TNF-alpha that occur, in obesity may contribute to obesity-related 
hyperleptinemia . 
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AB Obesity is associated „ith j£*><££ "J" r St 

ftrtlnlnSunf^ecSt^lsrteffaf^n islets and cultured 

Insurinol cells were studied » ^ «»^,Ttnir^S°pl.»- range 

rePorted^^SuUn Bresson"... -J^- * «* 

nspuiucu . , ,. Th i oncJ form of the leptin 

cultured cells and rat islets, ine long insulinoma cell 

receptor (OB-Rb) mRNA was present m the islets 

li- nes - . of t-hPse findings in vivo, normal fed mice 

To determine the signif icance of these ^9 decrease 
were injected with two doses °* A concentration were 

in plasma insulin and "^J^if 1 ;: "^deficient db/db mice 
observed. Fasted normal and leptin recepuo 



showed no response to leptin. A do" of JjJJj;^ t0 leptin 
STp^S^-iSi^S^i ^in may 

S^JSS JTSrc-SSi XofA"L co UW I**.* ^. 

carbohydrate metabolism. 
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Kdv"eiSt "to inve i ^ S»=orticoi2 regulation of leptin 
5» and secretion , ^-SlT^ 
adSL'ana" n P lent, Stn iatrogenic Cushing-s syndrom. Plasm. 

or pituitary adenoma after the t^nor resectio, J, P^ 
-SoiTet- 

Samethasone potently induced ob gene ^"^^^a*, 
secretion in the organ -Iture of human appose t issue T ^ ^ 

demonstrate that gl ucocorticoids act £ Jeast^ » P ' 
adipose tissue and increase leptin synthesis an 
humans . 
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. f a ^r-Ainha (TNF-alpha) production by adipocytes 
M ITeUvSd n 2 Zl y S shZ b/incrLsed adipose tissue TNF-.lph. 
"fflA and protein levels and by increased circulating concentrations of 

■ E°Lir™Lip h rco™rin T dS:a» ^ls: 

hencHeUneating another mechanism by which the cytokine could act to 
°^es^o£tM^ 

^So^ran/K^ 

k& 5£?« KS: aipS,1 P S r. ipos. 

E^tSn S5 Moss 
apoptosis), these findings describe a further mechanism whereby adipose 
tissue mass may be modified by TNF-alpha. 
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AB Obesity, an easily detected and quantifiable phenotypic endpomt, is 

^'"considered, colloquially, as a disease. However, the study of obe^ty in 
rodents suggests that it is merely a convenient indicator of diverse 
Underlying metabolic and physiologic dysregulations, rather than a 

diS6a entitv in itself. To illustrate this concept, the differences between the 
muSne Spob Lepob and Avy/- "obesity" syndromes are delineated In both 
svndromes pleiotropic effects of single mutations play a ma : or roe in 
2?fr"g the homeosLtic regulation of energy metabolism and a myriad of 
ex^ra- and intracellular processes in a diversity 

types. The Lepob/Lepob syndrome mimics 3 uvenile-onset obesity, whereas 

^ Avy/- syndrome resembles maturity-onset obesity The Avy/- syndrome has 
its basis in overabundance of agouti protein, whereas the Lepob/Lepob 
svndrome results from a lack of active leptin hormone. 

JepoJ/"pob mice have a smaller lean body mass, whereas Avy/- mice have a 
larger lean body mass than their respective lean siblings . Lepob/Lepob 
mice have fewer lung and mammary tumors than their lean Lep/- 
littermates, and Avy/- develop more mammary and lung tumors than 
their lean A/- or a/a siblings. Lepob/Lepob mice are infertile or 

"'^whereas Avy/- mice are fertile. Thus, although adult Lepob/Lepob and 

AVY/ "mice are both obese, many of the other morphologic and Physiologic 

attributes of one mutant are diametrically opposite to those of the 
other. 
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MEDLINE 
1998049615 MEDLINE 
98049615 PubMed ID: 9388184 

Specific inhibition of Stat3 signal transduction by 

Chung C D; Liao J; Liu B; Rao X; Jay P; Berta P; Shuai K 
Department of Biological Chemistry, University of 
California, Los Angeles, CA 90095, USA. 
AI39612 (NIAID) 
T32CA09056 (NCI) 

SCIENCE, (1997 Dec 5) 278 (5344) 1803-5. 
Journal code: UJ7; 0404511. ISSN: 0036-8075. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
GENBANK-H58757 



ENTRY MONTH: 199712 

ENTRY DATE: Entered STN: 19980109 

Last Updated on STN: 19980109 

Entered Medline: 19971219 t . 

AB The signal transducer and activator of transcription- 3 (Stat3) protein is 
activated by the interleukin 6 (IL-6) family of cytokines, epidermal 
growth factor, and leptin. A protein named PIAS3 (protein 
inhibitor of activated STAT) that binds to Stat3 was isolated and 
characterized. The association of PIAS3 with Stat3 in vivo was only 
observed in cells stimulated with ligands that cause the activation of 
Stat3 pi AS 3 blocked the DNA-binding activity of Stat3 and inhibited 
Stat3-mediated gene activation. Although Statl is also phosphorylated m 
response to IL-6, PIAS3 did not interact with Statl or affect its 
DNA-binding or transcriptional activity. The results indicate that PIAS3 
is a specific inhibitor of Stat3. 
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TITLE* Targeted disruption of the tumor necrosis 

factor-alpha gene: metabolic consequences in obese and 

nonobese mice. 

AUTHOR : Ventre J; Doebber T; Wu M; MacNaul K; Stevens K; 

Pasparakis 

M; Kollias G; Moller D E 
CORPORATE SOURCE: Department of Molecular Endocrinology, Merck Research 

Laboratories, Rahway, New Jersey 07065, USA. 
SOURCE: DIABETES, (1997 Sep) 46 (9) 1526-31. 

Journal code: E8X; 0372763. ISSN: 0012-1797. 
PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English , , _ , 

FILE SEGMENT: Abridged Index Medicus Journals; Priority Journals 

ENTRY MONTH: 199709 

ENTRY DATE: Entered STN: 19971008 

Last Updated on STN: 19971008 
Entered Medline: 19970925 

AB To address the hypothesis that tumor necrosis factor (TNF) -alpha _ 

has a role in obesity-associated insulin resistance or the regulation of 
in vivo lipid metabolism, mice with targeted disruption of the TNF-alpha 
gene were generated and studied. The absence of TNF-alpha protein in 
TNF-null (-/-) mice was confirmed. Lean or obese (gold-thioglucose 
[GTG] -injected) homozygous {-/-) mice were compared with lean or obese 
age- and sex-matched wild-type (+/+) mice derived from the same line at 
13 19, and 28 weeks of age. The following parameters were significantly 
affected in lean -/- versus +/+ mice: Body weight was not affected until 
week 28 (decreased by 14%); epididymal fat pad weight also decreased 

(25% ) 

at this time, as did percentage body fat (16%), while percentage body 
protein was increased 13%. Fed plasma insulin levels decreased 47% (28 
weeks), triglyceride levels decreased (all three ages; maximum 35% at 19 
weeks), and fed plasma leptin decreased 33% (28 weeks). Fasting 
glucose was slightly (10%) reduced, but the glucose response to an oral 
glucose tolerance test (OGTT) was not affected. There was a trend (NS) 
toward increased total adipose tissue lipoprotein lipase in -/- versus 

+/+ 

mice. GTG-treatment resulted in obese -/- and +/+ mice with equal mean 
body weights (42 and 58% increased weight versus lean mice). The 
following 



• . ffMI ,nv different in obese -/- mice: fasting plasma 
parameters were "^^"^^f";^^^ insulin decreased 67% (28 
glucose decreased 13% (28 weeks) , JJ d P™ sed b 50% . For both 
weeks), and insulin response to OGTT was decreased 

9r0UP ; f obese mice, glucose levels during the OGTT were substantially 
increased however, mean stimulated glucose levels 

^20% lower^Jbese 1 -/- TeTs'us mice. We conclude 1) that 

TNF " al f P unctions to regulate plasma triglycerides and body adiposity and 2) that 
although TNF-alpha contributes to reduced in en iti vjg 

p^ecfa^st JSSTn resIScfL^TG hyperphagic model of rodent 

obesity. 
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and increased serum leptin levels. 
AUTHOR 1 Fernandez-Real J M; Gutierrez C; Ricart W; Casamxt^ana R; 

AUTHOR. Fernandez-Castaner M; Vendrell J; Richart C; Soler J 

CORPORATE SOURCE: Department of Endocrinology, University Hospital of Girona 

Dr. Josep Trueta, Spain. 
SOURCE ■ DIABETES, (1997 Sep) 46 (9) 1468-72. 

S ° URCE - journal code: E8X; 0372763. ISSN: 0012-1797. 

PUB. COUNTRY: United^ ates^ 

FILE^EGMENT : Edged Index Medicus Journals; Priority Journals 

ENTRY MONTH: 199709 , nn _, nno 

FNTRY DATE- Entered STN: 19971008 

ENTRY DATE. ^ ^ ^ 20000303 

Entered Medline: 19970925 

?!»Sn levels. A sample of 38 subjects (19 men, mean age 36.2 +/- 

1 9 years Bm 28.8 ?/- 1.2 kg/m2, range 22.2-35.7; and 19 women, age 

34,9 +/- 1.4 years, BMI 28.1 +/- 0.8 kg/m2, range 19-37.9) was divided into 
tW0 v,= = i<= n f fho Nco I aenotvpe. Twenty-three subjects were 

the other subjects, 12 were (+/-) heterozygotes and 3 (-/ ) homozygotes 
for the absence of the restriction site resulting f rom a 
auanine-to-adenine substitution at position -308 of the TNF aipna 
nromSer This substitution (termed TNF-2) leads to higher rate of 
P tra"c" P Jon of TNF-alpha than the wild-type allele TNF-1 m vitro. 

TNF "\ + /+) and TNF-2 (+/- and -/-) groups of subjects were comparable in sex, 
(+/-!•) anu i«r ; „ H . , nd several skinfold measurements. Basal 

age, BMI, waist-to-hip ratio, and several a ._ ,, _ = 0 .041) in 

serum insulin was greater (14.2 +/- 2 vs. 9.2 +/ 0.9 mU/1, P 
Jhe^NF-2 group in the presence of comparable serum glucose 

concentration. 



The integrated area under the curve of serum insulin concentrat ions 
meLured'in response to a 75-g oral glucose challenge ^ P£~£ Bed 
b ody fat, measured by biclectrxc impedance ^ ^ f ^ 0 !o32; 3 3.6 
Tz-Ts^s IT. % = ol i 111-2 subjects also showed a 



decreased 



tnsulin sensitivity index, as determined by the frequently sampled 
n ravenoS glucose tolerance test with minimal model analyses ,1.9 + / 
0 4 vs 3.05 +/- 0.3 min(-l) x mU(-l) x l(-l), P -.°- 0 f>' ™ es ^ 
2iff Irenes were more marked among women. Paralleling the known 
relationship between insulin and leptin lev els se rum 
lept i„ concentration was clearly greased n he ™^ jroup +/ _ } 

ST^SK'SS: ^&i P SSJ2. f 2i ~te the 

alterations in leptin levels normally found among 
insulin- resistant subjects. 
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TITLE: IL-6-regulated transcription factors. 
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,1097 nee) 29 (12) 1401-18. Ref: 158 
Journal code: CDK; 9508482. ISSN: 1357-2725. 
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ENTRY DATE: Entered STN: l^ 29 
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AB 



isnt-erea fieuj.±uc. j.^^—- 
Throuah the cloning of two transcription factors named NF-IL6 and 
inrougn tue uuiu«i „j„„_i t«n?rinrt-ion nathwavs from the cell 

STAT3/APRF. two types of IL-6 signal transduction p«i.iiwayo 

cytoplasmic porn T A K -qTAT Dathwav) . STAT 3 is also tyrosine 

activates transcription (JAK-STA1 pacnway; . ami / FrF \ nranulocvte 

phosphorylated in response to epidermal growth factor (EGF) granulocyte 
Llony-stimulating factor (G-CSF) , leptin and ot her IL-6 type 
cvtokines including ciliary neurotrophic factor (CNTF), oncostatin 
cytokines inciuy , deficient in the genes for 

N F-ILTand STAT3 were generated. NF-IL6 mice were highly susceptible to 
N f c^taSve IntracelluLr bacteria owing to ineffective filing of the 
nathoaens bv the macrophages. Futhermore, the tumor cytotoxicity 
of macrophages from NF-IL6 KO mice was severely impaired. These results 
demo^rate'a crucial role of NF-IL6 in »?^| T Jjf«;S2a " 
tumoricidal activities. The target disruption of STAT3 "suited in 
embryonic lethality prior to gastrulation, demonstrating that STAT 3 
essential for the early development of mouse embryos. 
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Leptin: a potent inhibitor of insulin secretion. 
Fehmann H C; Peiser C; Bode H P; Stamm M; Staats P; 
Hedetoft C; Lang R E; Goke B 

Department of Medicine, Philipps-University of Marburg, 
Germany. 

PEPTIDES, (1997) 18 (8) 1267-73. 
Journal code: PA7; 8008690. ISSN: 0196-9781. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199801 

Entered STN: 19980217 
Last Updated on STN: 20000303 
Entered Medline: 19980130 
The hormone leptin is expressed and secreted by the adipose 
tissue and impacts on the central nervous system. Leptin is 
involved in the regulation of energy balance, satiety, and body 
composition. The lack of active leptin results m obesity, high 
■ food intake, hyperglycemia, and hyperinsulinemia . We present data 
supporting effects of leptin on the endocrine pancreas. We found 
the leptin receptor to be expressed in insulin- and 

glucagon-secretin cells derived from mouse, hamster, and rat pancreas. In 

the isolated perfused rat pancreas leptin is a potent inhibitor 

of basal and glucose-induced insulin secretion, especially during the 

first phase of the insulin response. At isolated mouse islets and 

insulin-secreting INS-1 cells leptin reduced promptly and . lla .. 

persistently the intracellular Ca2+ levels. Cytoplasmic Ca2+ oscillation 

amplitude was decreased and the oscillation frequency increased. These 

findings suggest functional active receptors for leptin on 

insulin-secreting B-cells. Therefore, leptin is a metabolic 

hormone and not only a signal to the brain indicating filled fat stores. 

Our data suggest that leptin is also a signal back to the _ 

endocrine pancreas that no more insulin is required to replenish _ rat 

stores. Thus, an "adipo-insular axis" operating with two arms exists: 

insulin and glucagon are signals to the adipocyte. This releases 

leptin, which could be the mediator of the respective feedback to 

the pancreas. A defective leptin suppression of insulin 

secretion could contribute to hyperinsulinemia and disturbances of 

glucose 

metabolism. 
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Leptin modulates insulin secretion from rat 
insulinoma cells. 

Jasper, M. S.; Koo, L. J.; Kapla, L. M. 
Gastrointestinal Unit, Mass. Gen. Hosp. Harv. Medical 

Boston, MA USA 

Gastroenterology, (1997) Vol. 112, No. 4 SUPPL., pp. 
Meeting Info.: Digestive Disease Week and the 97th Annual 



Meeting of the American Gastroenterological Association 

Washington, D.C., USA May 11-14, 1997 
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DOCUMENT TYPE: Conference; Abstract 
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AB in the genetic mutant mouse ^ obesity and the 

deficiency or resistance, respectively, results in & _ arliest 

manifestations in these mutant m ^e f £YP i Un< 

'ofll Un-rec/ptor mRNA and that beta-cells bind a 
fluorescen? derivative of leptin ^^-leptxn) . The 

Sptin receptor is ^dicated by our observation tha 

-"ass ^ M^^srrr* 

activated ATP-sensitive potassium channels y 

°P en , - n „~-<--ir,r* nn pffect on mean open time. These 

channel probability «^« ™ r ^ f tolbutamide, I specific 

'^torTf S T a ^ observations indict, an 

££££ fflUuTu.'S rss^ 1 - , 

^TEES S » secret! n Lj. — J^fi^-U. 

and db/db mice may explain, in part, cne f 
insulin resistance, and the progression to NIDDM. 
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specifically in the adipo . tis f ^,™ lne and « pcod „ctive 

~. .1- produced * W^^.E?^/^ 

neoplasms . 
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Leptin inhibits growth-f actor-induced cell 

Weizmann Inst. Science, Rehovot 76100 Israel 
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Meeting Info.: Fifth Annual Conference of the 
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Conference 

English 



DOCUMENT NUMBER: 
TITLE: 
AUTHOR (S) : 
CORPORATE SOURCE 

SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 
AB 



L4 ANSWER 103 OF 159 BIOSIS COPYRIGHT 2001 BIOSIS 
ACCESSION NUMBER: 1997:487558 BIOSIS 
-- PREV199799786761 

Genetics of human obesity: Research directs . 
Rrav Georqe (1); Bouchard, Claude 
(^Pennington Biomed. Res. Cent., Baton Rouge, LA 

70808-4124 USA „ „ „ 0^7-945 

FASEB Journal, (1997) Vol. 11, No. 12, pp. 937 94b. 

ISSN: 0892-6638. 
Journal; Article 

,AGE: English nhvsiology controlling energy or 

Rapid strides in understanding the P^ 8 ""^ lemented the search for 
nutrient intake and energy expen diture ^ve complemen ^ 

the genetic basis of ;^e B f S« ^ cloned within the past 

produce obesity in J^^^ f^ler standing obesity. Since 
4 years, providing a ricn new oa „ of laboratories have 

obesity is li^^ to be ,ul t fa ct r a , q£ genome scanning to 

used the quantitative trait locus iy , eventU ally, genes that may 
identify candidate genomic regions and, ^entual y, * been identi fied 
influence body weight »d b ody fat. So lB^QTL varia ble 

in association with crossbreeding ^^^^ ^l ordeIS are known to 
susceptibility to obe sity A numb er of ^ b ^° identi£ie d for them. 

S^enSTfo rlLe^tSr^g^tlc material into mammals has 
^numerous transgenic mice with increased or /creased guantitie^of body 
fat. These models will provide a -tinuing sou rce ^ ^ 

obesity. Several areas in the human ^riome evid ence of 

development of obesity. Among the candidate genes wit 

development^^ ^ growing pro blem of obesity. 
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Department of Medicine, University of Cairfcridge, 
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Leptin dysregulation in Africans with slim 
disease. n M . 
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(1) DDRC, St. Bartholomew's Royal London Sen. Med. 
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MEDLINE 
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Production of plasminogen activator inhibitor 1 by human 
adipose tissue: possible link between visceral fat 
accumulation and vascular disease. MalK «n«» r- 

Alessi M C; Peiretti F; Morange P; Henry M; Nalbone G, 

S^InStut National de la Sante et de la Recherche 
Medicale (INSERM), Laboratoire d' Hematology, Marseille, 
France. 

DIABETES , (1997 May) 46 (5) 86 °- 7 - 
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wiS parameters that define the insulin resistance syndrome, in 

particular 



with BMI and visceral accumulation of body fat, suggesting that PAI-1 may 
be an adipose tissue-derived circulating peptide. The present study was 
designed to investigate PAI-1 expression by human adipose tissue and its 
different cellular fractions. Special interest has been paid to the 

am ° Un of PAI-1 antigen produced by omental versus subcutaneous fat. PAI-1 

protein detected by immunolocalization was present at the stromal and 
adipocyte levels. PAI-1 mRNA was detected in stromal vascular cells 
freshly isolated and under culture conditions. It was also detected m 
Zle adipose tissue and adipocyte fraction under culture conditions The 
mRNA signal from the adipocyte fraction was detected as early as 2 h of 
Incubation. The increase in PAI-1 mRNA was followed by an "crease in 
PAI-1 antigen in the conditioned medium that was suppressed by treatment 
with cycloheximide. Transforming growth factor-betal significantly 
increased PAI-1 antigen production by the adipocyte fraction, whereas 
tumor necrosis factor-alpha did not have any effect. 

interestingly, after 5 h of incubation, omental tissue explants produced 
significantly more PAI-1 antigen than did subcutaneous tissue from the 
same individual, whereas similar production of leptin by the two 
territories was observed. These results strongly suggest that human 
adipose tissue, in particular visceral tissue, can be an important 
contributor to the elevated plasma PAI-1 levels observed m central 
obesity. 
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functional leptin receptor that mediates a 
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Entered Medline: 19971027 
AB In addition to its interaction at hypothalamic sites to affect feeding 

energy expenditure, leptin has been shown to exhibit a 
proliferative response in erythropoietic cells. The functional 
leptin receptor is also present in pancreatic islets and we now 
demonstrate that a commonly used clonal insulin secreting beta-cell line, 
RINm5F, expresses high levels of the Ob-Rb mRNA. Leptin causes 
an increase in tyrosine phosphorylation of a number of intracellular 
proteins and a dose related (10 nM-200 nM) increase in expression of the 
immediate-early gene, c-fos. This precedes a leptin induced 
proliferative response in serum-deprived RINm5F cells, which suggests 

leptin might be involved in the complex regulation of 



and 



that 



proliferation of the pancreatic beta-cell. 
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Demonstration of a leptin binding factor in human 

serum. , _ ... 

Diamond F B Jr; Eichler D C; Duckett G; Jorgensen E V, 

Shulman D; Root AW 

Department of Pediatric, University of South Florida, 
College of Medicine, Tampa 33612, USA., 
f diamond@allkids . edu 
K08 DK 01980 (NIDDK) 

BIOCHEMICAL AND BIOPHYSICAL RESEARCH COMMUNICATIONS, 
(1997 Apr 28) 233 (3) 818-22. 
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English 
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Serum leptin levels are elevated in subjects with exogenous 
obesitv indicating that obesity is associated with leptin 
resist^" Since in man no abnormalities have yet been found m e!ther 
the genes for leptin or its receptor, the mechanism of 
leptin resistance in obesity remains unknown. To determine if 
resistance might be related to leptin binding by a serum 
component, we assessed the carrier status of leptin in serum. 
Se presence of a specific leptin binding factor m human serum 
has been established by (1) demonstrating [1251] -leptin binding 
Jo a s"um component thai is saturable and specifically displaceable only 
by unlabeled leptin and not by human growth hormone, pork 
insulin, insulin-like growth factors I and II, luteinizing or follicle 
sSmuiaUng hormones, transforming growth factor-beta 1, mterleukin-6, 

leukemia inhibiting factor; (2) fractionating the leptin 

bound serum complex and the serum leptin binding component on a 

molecular sieving column revealing a* mass of approximately 450 kDa; and 

™J iS«JiSS an inverse correlation between the concentration of serum 

leptin and the quantity of the leptin binding component. 

It is suggested that binding of leptin by this serum component 

may influence the physiologic response to leptin- 
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RACKrROUND • Leotin is a peptide secreted by white adipose tissue 
wS has beerfshown to Lve a major influence on body weight regulation, 
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l and other endocrine systems, especially with insulin. 
However its acute regulation has been little studied in the human We 
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oKse IS ects OBJECTS AND DESIGN: We have studied the effect of food 
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^^^J^e^X^ -nge-^Wellso studied the 
TfTecl Iff od andfasting in a patient both before and after the 
successful removal of a pancreatic insulinoma as a model of excess 

'^secretion. RESULTS : Mean leptin ^-els were significantly higher 

in the obese than in the lean group Tpositive correlation 

wltn°K S m ss^ndex 7 ^VM. Freguen/ (every 20 minutes, 

sapling f°r 3 hours after food did not show any acute changes in 

Sxcul.ting leptin levels. On the fasting day we observed a 

small but significant fall in circulating leptin levels in the 

last 4 hours of a 20-hour fast in our subjects as a group (92 +/- 0.03% 

° f basal P = 0 03); however, in the lean subjects the fall was greater (86 
f'oL of'baial, P = 0.02) than in the obese, where it did not reach 
statistical significance (96 +/- 0.05% of basal). Pre-meal and peak 
nS levels'showed a positive correlation with circu a ting mean 
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Independent of BMI in the obese subjects. In Jhe patient with the 
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leptin concentrations. CONCLUSION: Leptin is a robust 

indicator of BMI and insulin levels, both basal and stimulated, but does 
not change acutely following food. Fasting causes . P-Pjf^f^ 
greater decline in leptin levels in lean subjects than in obese 
subjects. Circulating leptin is inversely correlated with the 
activity of the hypothalamo-pituitary-adrenal axis: whether this is a 
direct influence of leptin on hypothalamo-pituitary-adrenal 
activity, or whether both are indirect indicators of body fat stores, 
reguires further investigation. 
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a* Tfl nfi. is a orotein which is encoded by the obese (ob) gene. It 

KTyntn sized S adipocytes and binds to receptors in the hypotha amus, 
thereby suppressing appetite and increasing the metabolic rate. When 

m ° USe 3T3-Ll cells are induced to differentiate into adipocytes, they begin to 
constitutively express low levels of ob mRNA. Using reverse transcription 
Z a semi-quantiLtive polymerase chain reaction, the experiments 
described herein demonstrate that the anti-inf lammatory cytokine 
transforming growth factor-beta increases steady state ob mRNA. 
Conversely, treatment of 3T3-L1 adipocytes with the pro-inflammatory 
cytokines interleukin-1 beta, interleukin-6, interleukin-11, and 
tumor necrosis factor-alpha results in a decrease in ob 
SnscripL When considered in the context of animal studies showing 

that interleukin-1 and tumor necrosis factor-alpha induce 

leptin and ob mRNA, these results suggest that pro-inflammatory 
cytokines induce ob gene transcription in vivo via secondary mediators 

such as transforming growth factor-beta. 
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AB Leptin, the protein product of the ob gene, regulates appetite 

and body weight. Animals with mutations in the ob gene are obese and lose 
weight with administration of recombinant leptin. Normal animals 
also lose weight in response to leptin administration. 

Leptin can be measured in human serum and its concentration # 
correlates with the percentage of body fat and body mass index. Endotoxin 
and cytokines induced by endotoxin, IL-1 and TNF, increase expression of 
leptin in hamsters. We hypothesized that serum leptxn . 
levels might be elevated by cytokine treatment and produce weight loss by 
causing a reduction in appetite or an increase in metabolism. Serum 
leptin concentrations were measured in patients with 
cancer before and after administration of recombinant human 
IL-lalpha. Fourteen patients received IL-lalpha at one of three dose 
levels, 0.03, 0.1 or 0.3 ug/kg/day, for five days. Serum leptin 
concentrations increased in all but one patient within 24 hours after the 
first dose. The increase in leptin was directly correlated with 
IL-lalpha dose (p=0.0030). Despite continued administration of IL-lalpha, 
bv the final day of treatment serum leptin concentrations had 
returned to pretreatment levels. Anorexia induced by IL-lalpha may be due 
to this early elevation in serum leptin concentration, but 
continued exposure to IL-lalpha produced tachyphylaxis in the 
leptin response. (C) American Society of Clinical Oncology 1997 
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this observation does not by itself explain obesity. There 

secreted hormone leptin and the leptin receptor that 

nyfothlsis that leptin is involved in body weight regulation and 

^J l SSi«S^ £~dln, have bee, described th.t o»e or „or, may 
therapeutic potential (Fig. 2, Table 1). « th ? u * 

^ ^Ubladder disease, and atherosclerosis. In particular, 
cancer, gallbladder aise ' increased mortality independent of 

pathways causSg obesity by genetic approaches could provide the 
^"foundation for novel, safe, and ef fective obesity treatments. The cloning 

SS^J^rSiiS are being developed as a result of i : e new biology 
of obesity, prevention of obesity remains an important goal. 
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1 AdiDocvte-derived leptin is postulated to represent the 
affeS Srmonal sigS to the hypothalami in a feedback mechanism that 
regulates fat mass. In this proposed feedback mechanism, increased fat 
mass leads to an elevated plasma leptin level that eventually 
induces a decrease in appetite and an increase in energy expenditure, and 
vice versa. 2. As anorexia and hypermetabolism play a role in the 
development of cancer cachexia, we investigated the hypothesis 
that underlying abnormalities in the leptin feedback mechanism 
(in particular relatively high plasma leptin levels or, on the 
other hand, a hypothalamic insensitivity to a fall in leptin 
levels) might be involved. For this purpose, total plasma leptin 
, body composition (fat mass and fat-free mass), appetite and resting 
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Dissimilar regulation of leptin expression by 
IL-1 and TNF in humans. 

Janik, J. (1); Kopp, W.; Eliot, H ; Alvord, W. G., Curti, 
B.; Gause, B.; Elwood, P.; Alexander, H.R. 
(1 Med. Branch, Natl. Cancer Inst . , ^ e ^^ ' USA 
Blood, (Nov. 15, 1997) Vol. 90, No. 10 SUPPL. 1 

SSinq ?nfo': 5 ?hirty-ninth Annual Meeting of the American 

SocieS of Hematology San Diego, California, USA December 

5-9, 1997 The American Society of Hematology 

. ISSN: 0006-4971. 

Conference 

English 
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97393031 MEDLINE 
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LPS-induced anorexia in leptin-def icient (ob/ob) 

and leptin receptor-deficient (db/db) mice 

Faggioni R; Fuller J; Moser A; Feingold K R; Grunfeld C 

Department of Medicine, University of California, USA. 

DK-40990 (NIDDK) 



DK-49448 (NIDDK) ., 
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Journal; Article; (JOURNAL ARTICLE) 
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Entered Medline: 19970903 Hndu ces orofound 

Administration of endotoxin ^^£^^2 
anorexia. Inaction of J*f "^^okines increase leptin 

the LPS-induced anorexia we ««taxnx»ter^d LPS to 

receptor-deficient (db/db) and ob mice. As might be 

found that LPS caused anorexia in both db/db an ^ 
predicted if leptin had a role in anorexia, the a / g ^ 

Lmewhat resistant to ^-induced anorexia. However t ^ 
more sensitive to LPS-induced anorexia. No in circulati ng 

ob/ob mice and the jir respec ive 1 tte rmate *e re^ ^ 

^^r^i^'ei^ for LPS-induced anorexia. 
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Swierczynski J; Kochan Z; Karbowska J 
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POSTEPY BIOCHEMII, (1997) 43 (3) 174-82. Ref . bb 
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Multiple cytokines and acute inflammation raise mouse 
lectin levels: potential role in inflammatory 

SarraT I] Frederich R C; Turner E M; Ma G; Jaskowiak N T 
Kvet D J 3rd; Flier J S; Lowell B B; Fraker D L; 

Suraical Metabolism Section, National Cancer Institute, 
National Institutes of Health, Bethesda, Maryland 20892, 



USA. 

K08 HL02564 (NHLBI) 
P30 DK46200 (NIDDK) 
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Journal; Article; ( JOURNAL ARTICLE) 
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Several inflatory cytokines, most notably tuxnor necrosis 
factor (TNF) and IL-1, induce anorex » andloss oflj c57BL/6 

IZ^il inhibitory factor ("F) , Produced^ jrojpt and 
dose-dependent increase xn ser u ^f^f neurotrophic 
SX/E ^rS-"^ S kjo. anLexia or decrease food 

Upopolysaccharide (LPS), leptin gene expression and 
lipopoxy increased. These findings suggest that 

SS levels SJVe one mechanism by which anorexia is induced 
during acute inflammatory conditions. 



CONTRACT NUMBER: 
SOURCE: 



PUB. COUNTRY: 

LANGUAGE: 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



L4 ANSWER 132 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 

CORPORATE SOURCE: 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 



159 BIOSIS COPYRIGHT 2001 BIOSIS 
1997:229526 BIOSIS 
PREV199799528729 

Adipose tissue cytokines in hyperthyroidism and 
hypothyroidism: A possible role for leptm in the 
pathogenesis of energy disequilibrium. 

?inkney, J. H. (1); Mohamed-Ali, V.; Johnson, A. B. (1), 

nf £iv J ^ Hosp " LOnd ° n UK 

iournai V ; f ^ndo^rlnoilgy, (1997) Vol. 152, No. SUPPL., pp. 

Meting Info.: 16th Joint Meeting of the British Endocrine 
Societies Harrogate, England, UK April 7-10, 1997 
ISSN: 0022-0795. 

Conference; Abstract; Conference 
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Medicine, Seattle, USA. 
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AB The view that the adipocyte acts only as a passive storage site for 



energy r fc • i has been rendered obsolete by the discovery 

^"molecules include free fatty acids which decrease th^rat. of glucose 

'hich ^.tJ^^SS^^' propose to 
" diP °«lls Leptin, • 167 amino acid polypeptide encoded by the obese 

gene^Trecently described adipocyt, St ^t„fc.»tr,l 

=i C :"teraPpfr"e„t" 'for STp^* — 
"•""n^'l-ti. levels .re exponentially related to total adipose 

%r&?U~*~ ? 0 ^„cre,se ° „"£ ^ °« 

decreased food consumption and increased eneryy v 

which _ . . hrDa t. P H animals also have 

lepti. corrects the infertility of Ob o ^J*^ lndlcat . 
restoring gonadotropin Energy balance, insulin action, 

££ 2 e feSrr4%ductS,"id suggest J" aPP—es for 
understanding several important human diseases. 
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Nakashima K; Narazaki M; Taga T 

institute for Molecular and Cellular Biology, Osaka 
University, Suita, Japan. 
FEBS LETTERS, (1997 Feb 10) 403 (1) 79 
journal code: EUH; 0155157. ISSN: 0014-5793. 
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Journal; Article; (JOURNAL ARTICLE) 
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Leptin (OB) exerts weight-reducing effects in mice- The r 

fo^rofg^O^thf^on Sgnaftra^sdScing receptor cogent for 

SeTnterleuSn-e <™ sKelhe'lL- "f cytokines 

^^olT^ he " we have 

^^ifthis study the possible involvement of g P 130 and LIFR in leptin 

s^infthLugh OB-R Leptin »£^l£^ ation does 
phosphorylation of neither gpl30 nor LIFR, whi OB-R molecules, 

both. As examined by using two dif ^ P J as P been y elucidated. Ba/F3 

"* h»o-=S,o»eri»tio» without i»t eI actio» with ,pl30 ol UFR. 
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A functional receptor in AML: Correlation of expression 
with blast count and FAB Ml. _ 
Konopleva, M. (1); Mikhail, A.; Estrov, Z., Zhao, _ S. , 
Harris, D., Sanchez-Williams, 6.; Ko rnblau S. ; Jung J., 
Kliche, K. 0.; Jiang, S.; Przepiorka, D.; Snodgrass, H. 

flf^ili'TSrS": Lerson Cancer Cent., Houston, TX 
Blood, (Nov. 15, 1997) Vol. 90, No. 10 SUPPL. 1 
Sing Meeting of the American Society 

of Hematology San Diego, California, USA December 5-9, 

The American Society of Hematology 
. ISSN: 0006-4971. 
Conference 
English 



159 MEDLINE DUPLICATE 81 

1998051445 MEDLINE 
98051445 PubMed ID: 9390006 

Improvement of glucose homeostasis and hepatic insulin 
resistance in ob/ob mice given oral molybdate. 



AUTHOR: Reul B A; Becker D J; Ongemba L N; Bailey C J; Henquin J 

C; 

CORPORATE SOURCE: E^Snology and Metabolism Unit University of Louvain, 
CU Faculty of Medicine, Brussels, Belgium. 

SOURCE: JOURNAL OF ENDOCRINOLOGY, (1997 Oct) 155 (1) 

55-64. 

Journal code: I1J; 0375363. ISSN: 0022-0795. 
ptib COUNTRY: ENGLAND: United Kingdom 

PUB. COUN1K* Journ al; Article; ( JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 199712 lnnonlno 

ENTRY DATE: Entered STN: 19980109 

ENTRY DAlb. ^ Updated Qn STN; 20000 303 

Entered Medline: 19971217 
AB Molybdate (Mo) exerts insulinomimetic effects in vitro. In thij > study, we 
evaluated whether Mo can improve glucose homeostasis in genetically 

^"insulin-resistant ob/ob mice. Oral administration of Mo (174 mg/kg 

mo ^num element) for 7 weeks did not affect body weight but decreased 
the hyperglycaemia (approximately 20 mM) of obese mice to the levels of 
lean (L) (+/+) mice, and reduced the hyperinsulinaemia to one-sixth of 
prSreaLent levels! Tolerance to oral glucose was improved: total 

"'""area was 30% lower in Mo-treated mice than in untrea ted ob/ob £«JJ», 
while the total insulin area was halved. Hepatic glucokinase GK) mRNA 
level and activity were unchanged in 0 mice compared with L mice b» the 
mRNA level and activity of L-type pyruvate kinase (L-PK) were increased 

^ 0 mice by 3.5- and 1.7- fold respectively. Mo treatment increased GK mRNA 

Sixfold and by 57% respectively), and these were reduced by Mo 

^"^nsuiin binding to partially purified receptors from liver was reduced in 
0 See and Ss?ored by Mo treatment. Despite this correction, overall 
reSptorlyrosine kinLe activity was not improved in Mo mice. Moreover, 
the overexpression (by two- to fourfold) of the cytokine tumour 
necrosis factor alpha* (THF alpha) in white adipose tissue which may have 
a determinant role in the insulin resistance of the O mice, was 

^y'Mo. Likewise, overexpression of the ob gene in white adipose tissue 

unchanged by Mo. In conclusion, Mo markedly improved glucose homeostasis 
Tn 1hTob/oX mice by an insulin-like action which appeared to be exerted 
distal to the insulin receptor tyrosine kinase step. The blood 
Sucose-lowering effect of Mo was unrelated to over-expression of the TNF 
SpS and ob genes in 0 mice, but resulted at least in part from 
attenuation of liver insulin resistance by the reversal of 
pre-translational regulatory defects in these mice. 

L4 ANSWER 138 OF 159 BIOSIS COPYRIGHT 2001 BIOSIS 
ACCESSION NUMBER: 1997:373025 BIOSIS 
DOCUMENT NUMBER: PREV199799672228 

TITLE- Partial GH deficiency and changed leptin 



unaffected 
was 



AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE: 

pp. 



Society 
Society 



DOCUMENT TYPE: 
LANGUAGE : 



sensitivity due to cranial irradiation contribute to 

overweight after childhood ALL/HNL . 

Mayer, E. I. E. ; Wiedenmann, S. C; Dopfer, R. E., 

Elmlinger, M. W.; Ranke, M. B. 

Univ. Children's Hosp., Tuebingen Germany 

Hormone Research (Basel), (1997) Vol. 48, No. SUPPL. 2, 

Meetinq Info.: 5th Joint Meeting of the European Society 
for Pediatric Endocrinology and the Lawson Wilkins 

for Pediatric Endocrinology, in Collaboration with the 
Australian Paediatric Endocrine Group, the Japanese 

for Pediatric Endocrinology and the Latin American Society 
for Paediatric Endocrinology Stockholm, Sweden June 22-26, 
1997 

ISSN: 0301-0163. 
Conference; Abstract 
English 
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Prins, Johannes B.; O'Rahilly, Stephen (1 
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££££ Science (London) , (1997) Vol. 92, No. 1, pp. 
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ISSN: 0143-5221. 
General Review 

lipocyte number occur via replication and dif fer Ration of 

adipose tissue mass However, the precise « tissue; 
""lor th. peroxide pr.lif.r.tor ,ctiva«d "Cjjptor-T, retinoid. 



of 



fat cell acquisition and loss and the influence of these processes on 
adipose tissue mass and regional distribution. 
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TITLE: 25th A 11111131 Meeting of the Austrian 

the prevention and therapy of Type II Diabetes (Baden bei 

Wien ' Austria; November 13-15, 1997. 

" Sa^d^riS^^, VOL «. »». 5. PP. .-20. 

S0URCE ' ISSN: 0303-8173. 

DOCUMENT TYPE: Conference 

LANGUAGE: German . DaDers and 26 posters, written in 

M SLT^^?y&^~ ^ ° u " itl0 °' 

tma necrosis factor, leptin, hypoglycemia, and 
metabolism. 
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CORPORATE SOURCE: Department of Medicine, umversi y 
CONTRACT NUMBER: DK-40990 (NIDDK) 
DK-49448 (NIDDK) 

S0URCE . AMERICAN JOURNAL OF PHYSIOLOGY, (1997). 273 (1 

Pt. 2) :R181-6. 

Journal code: 3U8. ISSN: 0002-9513. 
DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

FILE SEGMENT : MEDL; L; Priority Journals 

LANGUAGE: English 
OTHER SOURCE: MEDLINE 97393031 

t„ ti o» "'endotoxin ^polysaccharide LPS, induces profound 
anorexia. Injection of leptin decreases food intake in mice. 
RecenSy we reported that LPS and cytokines increase leptin 

m ore sensitive to ™- l ^ u <^ »?f^J£ we" observed in circulating 
t£ — SSL^rftli'SrS... data suggest that 
55» se is not essential for LPS-induced anorexia. 
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_E SOURCE: Rockefeller Univ. , Ave. ^ ^ _ 

S0URCE ' 13, pp. 6221-6224. 

ISSN: 0027-8424. 
DOCUMENT TYPE: Journal 



FILE SEGMENT: N 

LANGUAGE: ^ii'Jh* Proceedings contains an article entitled 

7\x2 Tho rurrpnt issue Of trie r roceea-Liiy o ^* 

"Defective STAT signaling by the leptin receptor in diabetic 
Detective sin y * reported results suggest how leptin 

m thl rLenily discovfr^'weigh? control hormone, may signal cells 
through f c TATs Dro teins that serve the dual 

~* ^^ss= in cells 

SSESd'b, this hormone- ^St^oiTS^.In addition, 
mi ce is to control f ood int ake so that weigh los ThuSf the 

the ^.^i"^;^^" in the weight control pathway opens up 
description of the first molecule « « q1 of a lex 

the chance to ^^"i^^its confirmatory results showing 
behavior. The Gh ilardi et ^; P a * J ed tissues , including the 

S;o P th:ra^/Shrputa°tfvrc e on?rol center for feeding behavior, of a 
"long" and "short" leptin receptor The lep tin transm embrane 
S3S "af pSis L^SSS l 2l2ul. A a number of 

^^"transmembrane proteins to constitute the receptor for many ligands 
SuS interleukin (ID -6, ciliary neurotrophic factor, 
ieu^fnhibitory factor The ^j"^^. (db) because 
not to function normally nth frequent aberrant splice 

^ 'y-^ ° £t " in5 bi " di ° 9 siMs 

the sro homology 2 groups of latent cytoplasmic proteins called STATs . 

attached STATs beco.e phosphorated on tyrosine ». aotlyated Ja k 

i ■ „ QC . Thp ^TATs then dimerize, translocate to the nucleus emu 

the JAK-binding sites are missing. 
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Journal; Article; (JOURNAL ARTICLE) 

SSdged index Medicus Journals; Priority Journals 
199701 
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Last Updated on STN: 20000303 
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Recently, nt-prleukin-l, cytokines that regulate 

leptin levels, raisin 9 ^e poss.bU ty hat lept.n^ 

mediate the anorexia of ^ ^^^odeficiency syndrome and found 

levels in patients with the acquire fe , f t in 

that leptin levels were not increa ^'fS*° 0 r J d a history of 

patients who were anorectic, J£« ^^ 9 ^ Lcreased 

weight loss. Furthermore, leptin elevations m leptin 

acquired immunodeficiency syndrome. 
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Serum leptin levels in the acquired 
immunodeficiency syndrome 
Grunfeld, C; Pang, M. ; Shigenaga, J. 

Lallone, R.; ^/^^ Med. Cent. 

Metabolism Sect. (111F), Dep. vet «" USA 
4150 Clement St., San Francisco, CA 94121, USA 
CLIN. ENDOCRINOL. METAB . , (19960000) vol. 8, 
4342-4346. 
ISSN: 0021-972X. 
Journal 
V 

English 

'V ^ 9 iJ;S is secreted by adipose tissue in 

Recently, interleukin-1, cytokines that regulate 

tumor necrosis J^tor «d »t. rleuki n 1^ shown to acutely increase 

the host "»P»" ibility that leptin could 

leptin levels, raising tne po * w measured leptin 
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(i, Metabolism Section, Dep. Veterans Affairs Med. Cent., 
3150 Clement Street, San Francisco, » M121 USA 
journal of Clinical Investigation, (1996) Vol. 9/, 
pp. 2152-2157. 
ISSN: 0021-9738. 
Article 

SrSSS rS",To feeS S^-SE? Sue 
I i decreases during fasting. Infusion of 

expression is "9 ul "^ tLh anorexia^ »e tested »hether induction of 
iSSt ^^SL^t ^onse to infection.^ 

LPS increased the ex pression of 1-gxn ^^/f^^g inve rse 
levels similar to fed control an^ ^ The«i « 
correlation between mRNA levels of lept « J n J jubseq ^ 
intake. TNF and ^-1, mediators of the ho^ respon ^ 

anorexia of infection. 
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AB Leptin -diates^ts effects „ . food ^rTXll* are found in 

hypothalanac form of its receptor ^ qb _ r variant was 

other tissues, but ^ functio ^ ^ 

found in human hepatic cells. ?*P°»»" e Dre _ ent in obeS e individuals, 
at concentrations comparable with those prese n J g inc i udin g 
caused attenuation of -ever. ^^/^ ifin leceptor sSstrate-1 (IRS-1), . 
^c^ioTo^ ^ctor receptor-bound protein 

2 with IRS-1, and down-regulation of gluconeogenesis. In contrast, 
leptin in-eased the activity of IRS- -as -lated^^ ^ ^ 
SffiS^Siti;^!^ insulin activities in obese 
individuals. 
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D a i£e ; S Branch, Natl. Inst. Diabetes and Digestive and 

Kidney Diseases, Natl. Inst. Health, Bethesda, MD 
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"used'the tyrosine phosphorylation '^T^AT^ bu^ne^er 

n ■ p.iu AfHN cells, m which STA1-1, out: neimci 

s?ilr™T-5^^ AC™ cell line would serve as a 

USefU tool for analyzing the signal transduction mechanism of leptin. 
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attention has focused on tumor necrosis factor (TNF), other 
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Todorov and colleagues have now biochemically identified this ^ h ^tic 
factor as a proteoglycan and have begun its characterization. ? ur ^ ed to 

findina that a similar immunoreactive substance can be detected in the 

mechanism of action more precisely. 
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